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ERQGEEJ2LN12S [8:30 a.m.]

DR. PACKER: This is the second day of the 84th

meeting of the

Committee. We

administrative

meeting.

Cardiovascular and Renal Drugs Advisory

will begin by asking Joan to read any

matters that are pertinent to today’s

Agenda Item: Conflict of Interest Statement

MS. STANDAERT: This is the Conflict of interest

statement.

of Conflict

made a part

The following announcement addresses the issue

of Interest with regard to this meeting and is

of the record to preclude even the appearance of

2.-—..

such at this meeting.

Based on the submitted agenda and

provided by the participants the agency has

information

determined that

all reported interests in firms regulated by the Center for

Drug Evaluation and Research present no potential for a

conflict of interest at this meeting with the following

exception. Waivers have been granted to Dr. Milton Packer,

Dr. Marvin Konstam, Dr. JoAnn Lindenfeld, Dr. Lemuel Moye,

and Dr. Dan Roden which will permit them to participate in

all official matters concerning Aggrastat.

A copy of the waiver statements may be obtained by

submitting a written request to FDA’s Freedom of Information

Office, Room 12A-30 of the Parklawn Building. Dr. Robert

Califf and Dr. Cindy Grines are excluded from participation
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in all matters concerning Aggrastat.

In addition, we would like to discuss that Dr.

Konstam is listed as a sub-investigator on the RESTORE study

of Aggrastat. Dr. Konstam never enrolled a patient nor did

he have any involvement whatsoever in this study.

and

Dr.

may

In the past, Dr. Thadani has studied Integralin

Lovanox, competing products to Aggrastat. Since

Thadani has no continuing interest in these products, he

participate in all official matters concerning

Aggrastat.

We would also like to note for the record that Dr.

Packer and Dr. Borer have interests which do not constitute

financial interest in the particular matter within the

meaning of 18 USC208 (a) but which could create an appearance

of a conflict. The agency has determined, notwithstanding

these interests, that the interest of the government in

their participation outweighs the concern that the integrity

of the agency’s programs and operations may be questioned.

Therefore, Dr. Packer and Dr. Borer may participate

official matters concerning Aggrastat.

In the event that the discussions involve

in all

any

other products or firms not already on the agenda for which

an FDA participant has a financial interest, the

participants are aware of the need to exclude themselves

from such involvement, and their exclusion will be noted for

8
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the record. With respect to all other participants, we ask

in the interest of fairness that they may address any

current or previous financial involvement with any firm

whose products they may wish to comment upon. That

concludes the conflict of interest statement for

April 10, 1998.

DR. PACKER:

normally reserve time

Thank you very much, Joan. We

for public comment at this time. If

there is any public comment, please come to one of the

microphones. There not being any public comment, we will

proceed with a presentation of Tirofiban.

The proposed indication is for the treatment of

patients with unstable angina or non-Q-wave myocardial

infarction. The

Please proceed.

Agenda

sponsor is Merck Research Laboratories.

Item: ~A’s 20-912

(Tirofiban hydrochloride intravenous

Research Laboratories) , indicated in

heparin, to prevent cardiac ischemic

and 20-913, Aggrastat

injection, Merck

combination with

events in patients with

unstable angina

including those

or non-Q-wave myocardial infarction,

patients in whom coronary angiography and

angioplasty/atherectomy are clinically indicated -

Introduction

DR. BELL: Good morning, Mr. Chairman, and members

of the Advisory Committee, FDA, ladies and gentleman. My

*
a
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name is Larry Bell. I would like to provide some brief

introductory remarks before we present the results of our

clinical development program.

Before beginning, I actually would like to than

the Advisory Committee, the FDA for the opportunity to

present our results which support the new drug application

for Aggrastat, Merck’s trade name for Tirofiban

hydrochloride.

Tirofiban hydrochloride is a potent non-peptide

inhibitor of the platelet glycoprotein IIb/IIIa receptor.

It also is noted for having high specificity for the

receptor and has a short half-life of approximately two

hours, and is intended for use as an intravenous agent. In

addition, by blocking fibrinogen binding to the IIb/IIIa

receptor, Tirofiban prevents cross-linking of platelets

which is a basis of platelet aggregation.

Tirofiban, therefore, was developed for use in

clinical settings in which rapid inhibition of platelet

aggregation is important to prevent thrombus formation and

propagation that could lead to subsequent clinical events.

In

Laboratories

program that

efficacy and

.......

““)
.. embarking on

::*.

the development of Tirofiban, Merck Research

has carried out a comprehensive clinical

will be summarized today to explore the

safety of the compound. Of note, before

the individual phase III clinical trials,
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appropriate phase II dose finding studies with Tirofiban
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either alone or combined with heparin were conducted.

As will be discussed during the presentation of

the results of these trials, these studies were designed to

specifically target a dose of Tirofiban that, while

achieving the most consistent inhibition of platelet

aggregation across the study population was also associated

with an acceptable bleeding profile.

The phase III program consisted of three large

clinical endpoint trials encompassing more than 7,200

patients. The program focused on acute coronary ischemic

syndromes and, in particular, unstable angina pectoris and

non-Q-wave myocardial infarction in which rupture of the

atherosclerotic plaque in the coronary artery leads to

platelet aggregation and thrombus.

The advisory committee members have received the

background package from Merck that summarizes this large

body of information which we believe demonstrates Tirofiban

as efficacious and safe and supports the proposed indication

that we are seeking.

As noted in the indication that appears on this

slide, we believe the information that has been summarized

for you on this background package, as well as the

information that will be discussed on today’s meeting

supports the use of Tirofiban in combination with heparin to
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cardiac ischemic events in patients with unstable angina,

non-Q-wave myocardial infarction, including those patients

in whom coronary angiography and angioplasty or atherectomy

are clinically indicated,

Following this introduction, Dr. Rick Sax, leader

of the development program for Aggrastat at Merck will

provide you with a comprehensive review of our development

program as well as concluding remarks.

In addition to our speakers, Merck Research

Laboratories has also brought the consultants today that

appear on this slide. These experts are available to

facilitate the advisory committee’s discussion, as well as

deliberations. After Dr. Sax completes his presentation,

either he or the consultants would be happy to address any

questions that the committee may have.

With that I would like to turn the podium over to

Dr. Sax.

Agenda Item: Clinical Efficacy and Safety

DR. SAX: Dr. Packer, members of the committee,

members of the FDA and ladies and gentlemen. Tirofiban

hydrochloride is a short-acting, non-peptide inhibitor of

platelet glycoprotein IIb/IIIa. It was developed for rapid

intravenous use in acute coronary ischemic syndromes in

which platelet aggregation contributes to thrombosis and

subsequent morbidity.
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The molecule was designed to be a potent, highly-

specific inhibitor of the binding of fibrinogen to

glycoprotein IIb/IIIa. By fitting precisely into the

receptor and blocking fibrinogen binding, Tirofiban prevents

the cross-linking of the platelets and thus prevents

platelet aggregation.

The clinical program for Tirofiban focused on

acute coronary ischemic syndromes in which the disruption of

atherosclerotic plaque leads to platelet aggregation and

thrombosis. Notice that plaque injury also leads to

thrombin generation and fibrin generation which contributes

to the thrombotic process. Thrombin generation is also the

most potent agonist of platelet aggregation. Thus , current

pharmacotherapy for acute coronary ischemic syndromes uses

agents, aspirin and heparin to block both aspects of

arterial clotting, platelets and thrombin.

These aspects of the clotting system are what

leads to thrombosis and the subsequent cardiac ischemic

events such as unstable angina, myocardial infarction and

cardiac ischemic death.

Tirofiban is a much more potent inhibitor of

platelet aggregation than aspirin and thus the program

hypothesis was that added blockade of platelet aggregation

would lead to improve clinical outcomes.

The development of a compound for patients with

,.,, ,, ,..
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unstable angina non-Q-wave MI must be incorporated into the

overall clinical management of this syndrome. This involves

an initial period of medical’ stabilization. Following this,

the patients often undergo angiography and, based on the

findings on the angiogram are triaged to ongoing medical

therapy, coronary artery bypass surgery or percutaneous

intervention.

A highly-effective anti-platelet agent, combined

with a highly-effective anti-thrombin such as heparin thus

has two opportunities to potentially benefit patients in the

course of the management of this syndrome. The combined

therapy could contribute to medical stabilization of

patients by preventing ongoing thrombus formation and clot

propagation allowing the body’s intrinsic fibrinolytic

system to dissolve the clot and passivate the unstable

plaque.

Second, at the time of re-injury of the unstable

plaque through coronary intervention, a potent anti-platelet

agent could prevent subsequent complications that are

related to thrombosis such as abrupt closure following the

procedure.

A drug that prevents platelet aggregation thus

could potentially have an effect both on the initial medical

management of patients and after procedures in patients with

unstable angina and non-Q-wave infarction.
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Now , at the inception of the program for

Tirofiban, it was unknown how potent platelet blockade could

benefit the different stages of the management of this

syndrome. We, therefore, undertook a clinical program that

was structured to define the benefits of Tirofiban across

the different aspects of treatment for this syndrome. The

program focused first on the medical stabilization period

with a study called the PRISM Study. In this study

Tirofiban was examined for medical stabilization in a period

of time that did not involve concomitant procedures.

A second trial, PRISM-PLUS, also looked at the

medical stabilization period. But , unlike the PRISM study,

the study drug was continued through angiography and then

through coronary angioplasty if that was clinically

indicated.

Lastly, a third trial, the RESTORE trial, studied

the use of Tirofiban later in the treatment paradigm when

initiated at the time of angioplasty. This study thus

focused on the component of unstable angina involved with

angioplasty without pretreatment before the angioplasty.

Together these studies, PRISM, PRISM-PLUS, and

RESTORE are designed to demonstrate the overall benefit of

Tirofiban as well as elucidate the benefit of Tirofiban on

each of the stages of the management of unstable angina,

non-Q-wave infarction. Over the course of the next 45
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minutes, I will be discussing the key findings of these

three trials which assess the complementary and overlapping

aspects of the treatment on unstable angina, non-Q-wave MI.

Taken together, these trials provide consistent evidence

supporting the use of Tirofiban for the medical management

of unstable angina MI and its effects on percutaneous

coronary interventions.

As I will discuss, in each of these trials,

Tirofiban reduces early cardiac ischemic events. It was in

fact, however, the combined use of Tirofiban and heparin as

part of the overall treatment approach that produced the

most potent, and robust, and durable results.

I will then review the safety of the compound

which relates back to our early dose finding studies and, in

particular, the selection of the dose when given in

combination with heparin.

So, before I turn to the description of the

individual trials, I would like to spend a few minutes just

describing the rationale for dose selection.

We targeted in this program achieving greater than

70 percent inhibition of platelet aggregation by ex vivo

platelet aggregometry in our dose finding studies based on

animal data and our clinical experience with a previous

GP IIb/111 inhibitor. These data suggested that if at least

70 percent inhibition could be achieved there would be a
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reduction in subsequent thrombosis and related events. We

also wanted to be sure that this degree of inhibition could

be consistently achieved across the populations and that the

dose would have an acceptable bleeding profile both by

bleeding times and a lower rate of discontinuations due to

bleeding.

The phase II studies were thus designed to try to

define the optimal dose of Tirofiban both without and with

heparin that would have an acceptable pharmacodynamic

profile and an acceptable safety profile.

Now , shown here are the data from the first dose

finding study with Tirofiban which was conducted without

heparin. Most patients in this study, as was true in the

phase III program as well, received concomitant aspirin.

There were three panels studied. Each study, each

panel involved a 30-minute loading infusion followed by a 47

and a half hour maintenance infusion. As you can see across

the various panels studied, each regimen that we studied

achieved the targeted inhibition of at least 70 percent IPA-

induced inhibition of platelet aggregation. But it was at

the highest dose, with a maintenance infusion of 0.15

micrograms per kilogram per minute that we achieved the most

consistent inhibition with over 95 percent of patients

achieving this targeted level of inhibition.

The bleeding times were all within an acceptable
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range. The highest regimen achieved bleeding times of 14 to

20 minutes. I would just point out that in this population,

patients on aspirin have a bleeding time in the range of six

to eight minutes. The bleeding profile associated with this

regimen was quite good and there were no discontinuations

due to bleeding and no major bleeding.

Thus , this dose of the 0.6 microgram per kilogram

per minute, 30-minute loading infusion, followed by a

maintenance infusion of O.IS micrograms per kilogram per

minute was chosen for phase III studies in which Tirofiban

was going to be administered without heparin.

Now , shown here is the same dose that I have just

discussed for use without heparin, and the comparable

pharmacodynamic data for studies when Tirofiban was

administered with heparin. As you can see, the lower

infusion regimen of 0.1 micrograms per kilogram per minute

as a maintenance infusion regimen achieved a pharmacodynamic

profile that was quite similar to the regimen of 0.15

without heparin’s comparable median bleeding times. And in

fact here 93 percent of the population achieved the targeted

level of greater than 70 percent.

Notice also that the bleeding times here were

comparable to this regimen without heparin, 14 to 20

minutes.

When we use the higher regimen of 0.15 with

.. . .. . . ..——-. ——.—.
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heparin, the bleeding times were higher. In fact, it

appeared that heparin increased the bleeding time. So with

this regimen, bleeding times were in the range of 26 to 30

minutes. And,

time point had

minutes.

This

higher rate of

in fact, about 60 percent of patients at some

a bleeding time that was in excess of 30

dose with heparin was also accompanied by a

bleeding than the other regimens that we

studied. In fact, with this dose of 0.15 with heparin, 13.5

percent of patients in the phase II program had to

discontinue due to bleeding adverse events.

Therefore, we decided that when the drug was to be

used in combination with heparin, we would use the lower

regimen, a loading infusion of 0.4 micrograms per kilogram

per minute, followed by a maintenance infusion of 0.1

micrograms per kilogram per minute, again, when Tirofiban

was used in combination with heparin.

Note, again, that from a pharmacodynamic

perspective of platelet inhibition, namely median bleeding

time -- I am sorry, median platelet aggregation or median

bleeding times, the two regimens without -- this regimen

without heparin and this regimen with heparin were quite

comparable. However, one needs to remember that adding an

anti-thrombin to an anti-platelet agent leads to an

additional effect on the coagulation system which may

#
*
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risk of bleeding.
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clinical benefit but also an increased

This, of course, would need to be studied

formally in the phase III trials.

With this in mind, let me now turn to the phase

III trials which study Tirofiban for unstable angina

non-Q-wave MI.

DR. PACKER: Dr. Sax, before going forward, let me

just ask if anyone on the committee has any questions about

the dose finding studies or anything about the pharmacology

of the drug or the physiology of the disease before we go on

to the three major clinical trials.

DR. LIPICKY: I have one. Do you happen to have a

slide that shows the time course of either platelet

agglutination inhibition or plasma concentrations at those

two doses?

DR. SAX: If you would like to see a slide, Dr.

Lipicky, we could show that. But I can tell you that

platelet inhibition was quite rapid.’ At the end of the 30-

minute loading infusion we achieved the levels of platelet

inhibition as well as the plasma concentrations that were

sustained throughout the infusion.

so, at 30 minutes, we were at 90 percent

inhibited, and that was well-maintained for the plasma

concentrations that were also at the levels that we --

DR. LIPICKY: No. It is not that I doubt that. I

*
.
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would just like to see the slide. You do not have to bring

it out now, but just sort of have it at some time.

DR. PACKER: Udho , why don’t you -- while they are

finding the slide, do you have a question?

DR. THADANI: Yesr Dr. Sax, while they are doing

that, one of the issues --

DR. SAX: May I have slide A29 please?

DR. PACKER: We have got to hold off for a second.

DR. THADANI: Yes, okay.

DR. SAX: This is actually post-bolus, Dr.

Lipicky. You will see that these are the three regimens

that were studied. This happens to be a PTCA study where we

actually used a bolus infusion rather than a loading

infusion. But the bolus infusion and the loading infusion

achieved quite comparable levels. But you can see that

platelet inhibition was obtained within three minutes of

giving the bolus infusion, this being a five microgram per

kilogram bolus, this being a 10 microgram, these both being

10 microgram per kilogram boluses. And then these were

maintained throughout the period.

DR. LIPICKY: I am sorry. I meant the bolus

followed by the infusion and what that time course looks

like.

DR. SAX: Actually, could I have that slide again?

Again, you can see the bolus here. This is the bolus, and

,. ,.
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then this was a 16 to 24-your infusion. The levels were

well maintained over that period of time.

DR. LIPICKY: But all you see is the post-bolus

and then the steady state and you do not see in between.

DR. SAX: We do not have measurements from the end

of the bolus infusion through the first 24 hours.

DR. LIPICKY: I see. Okay. Thank you.

DR. PACKER: Udho .

DR. THADANI: Normally in clinical practice the

bleeding time is a very poor marker for bleeding. And yet

in your data you showed in the small numbers. When the

bleeding time was high you said there was a -- bleeding

rate. Have you done a correlation between the bleeding

times and actually

pilot studies?

DR. SAX:

the bleeding complications in these small

No. In fact, your comment is exactly

correct. The bleeding time correlates as correlated in

other studies and our study very poorly as a predictor of

bleeding. The bleeding time here was used more as an index

of platelet aggregation, kind of as a check against the

platelet aggregometry. But we did not use the bleeding time

as a predictor for bleeding. It does correlate poorly.

At the highest dose of 0.15, in combination with

heparin, which had the highest bleeding times also, it

turned out that there was a high rate of discontinuations
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due to bleeding, but we did not find a direct correlation

between bleeding times and bleeding event rates.

DR. THADANI: Another question which may be

relevant. Were any of these subjects on nonsteroidals?

DR. SAX: There were patients on nonsteroidals who

came in on nonsteroidals. But at least in the phase II

programs we excluded nonsteroidals during the study period.

DR. PACKER: Okay.

DR. SAX: Okay. With this in mind, let me turn

now back to the two unstable angina trials that were used to

study Tirofiban for the management of unstable angina

non-Q-wave infarction.

These two trials respectively were called PRISM

and PRISM-PLUS as I had mentioned. PRISM focused

exclusively on the medical stabilization period with a 48-

hour infusion during which time procedures were not to be

performed unless the patient reached a clinical endpoint.

PRISM also studied Tirofiban alone without heparin and it

thus represents a pure test of the utility of an

antiplatelet agent for the initial management of this

syndrome.

PRISM-PLUS studied the medical stabilization

period as well, but then the drug was allowed to be

continued through angiography and through angioplasty if

that was clinically indicated.

.—.—
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PRISM-PLUS also studied Tirofiban both with and

without heparin. Again, the dose that we used for Tirofiban

with heparin was designed to both inhibit platelet

aggregation and, of course, with heparin inhibit the

thrombin-mediated limb of a clotting system in a way

had hoped would not compromise safety.

that we

.+=3,

Thus , PRISM is essentially the study that was

designed to show that the drug had activity. PRISM-PLUS,

both with the use with and without heparin and as part of

this overall management strategy, was the study that was

designed to attempt to define the optimal use of the drug.

Both trials enrolled comparable populations of

patients with symptoms of rest or accelerating chest pain.

In PRISM, however, patients could be enrolled within 24

hours of the onset of their last symptoms of chest pain. In

PRISM-PLUS, patients had to be enrolled within 12 hours. So

PRISM-PLUS, by this criteria alone, represents a somewhat

high-risk population.

In both trials, patients could enter the trial if

they had electrocardiographic evidence of ischemia or if

they had evidence of elevated cardiac enzymes at the time of

their clinical

patients could

artery disease

presentation. However, in the PRISM trial,

also enter if they had a history of coronary

as defined by a history of a previous

myocardial infarction, previous bypass surgery, previous

*
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angioplasty or a positive stress test. Thus ,

inclusion criteria, PRISM enrolled a somewhat

also lower-risk population than PRISM-PLUS.

19

based on these

broader but

The inclusion criteria are reflected in the

clinical presentations of patients in the respective trials.

As you can see, PRISM had a

with documented ischemia or

somewhat lower rate of patients

elevated enzymes than PRISM-

PLUS, where these criteria were mandatory to get into the

trial .

As you can also see, there was

rate of non-QA myocardial infarctions in

and a higher rate of unstable angina, as

plus where almost have of the population

a somewhat lower

the prism trial,

opposed to prism

was found to have a

non-Q-wave MI. Otherwise, the overall baseline demographics

of the two trials are quite comparable.

As

were similar

for patients

you can see from this slide, the populations

and, in fact, similar to what one would expect

who present with this syndrome. The mean age

of the population was just over 60 years. About a third of

the population was female. Most of the population was

Caucasian, with about five percent Blacks. About half of

the population had a previous history of infarction. A

little over half had a history of hypertension. Almost half

had hypercholesterolemia, and about a fifth of the

population were diabetics. The diabetics, in particular,

*
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had been particularly resistant to treatment, especially in

the setting of procedures.

So, let me turn now to the specifics of the PRISM

trial, which is the first trial we conducted for the

management of unstable angina non-Q-wave infarction. This

trial enrolled over 3,200 patients and focused on the

question of whether Tirofiban alone could be used to

medically stabilize patients.

The primary hypothesis of the trial was in

patients with unstable angina, non-Q-wave infarction,

Tirofiban will reduce the composite endpoint of refractory

ischemia, new myocardial infarction and death compared with

heparin at 48 hours.

Refractory ischemia was defined as a failure of

medical management with ongoing severe or repetitive anginal

symptoms with objective evidence of ischemia through what

the physician determined was optimal medical management.

Myocardial infarction also required symptoms and

objective verification of infarction. Death from any cause

was counted. All endpoint events were investigator-

identified and were adjudicated by an endpoint committee

blinded to the treatment group.

Thus , in this trial, Tirofiban was randomized

against an active control, heparin, representing the

standard of care for medical stabilization of patients at

,

——
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the time that the trial was conducted. Note, again, that

all patients in this trial, as in the other phase three

trials, received concomitant aspirin.

This trial, the PRISM trial, as I have mentioned,

was thus a rigorous test of the effect of Tirofiban as

heparin was not concomitantly administered. Only the

platelet component of thrombosis was inhibited.

The overall design of the trial was illustrated

here. There was a 48-hour drug infusion period during which

procedures were not to be performed unless the patient

reached a clinical endpoint. The primary endpoint of the

trial was therefore chosen at the end of the drug infusion

at 48 hours. We also followed patients for seven days,

representing the hospital course. This was the secondary

endpoint. And we did have longer-term follow-up, out to 30

days, as a pre-specified supportive analysis. At the seven-

day time point and the 30-day time point, re-admissions for

unstable angina were also counted in addition to the other

components I have mentioned of a primary endpoint.

The trial was conducted under the auspices of an

independent data safety monitoring board. There were two

planned interim efficacy analyses. As a result of this the

critical P value to declare the trial significant was set at

0.047.

There was one sample size readjustment during the

b
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course of the trial. The original plan sample size of 1,000

patients per group was increased to 1,550 patients per group

by the steering committee due to a low blinded pooled group

event rate.

This trial was also -- all analyses were

on an intention to treat basis and, therefore, all

randomized patients were included in the analyses.

This slide shows the time-to-event curve

performed

for the

primary endpoint for prism, from the time of randomization

to 48 hours at the end of the drug infusion. The curves

represent the percent of patients experiencing the composite

endpoint of refractory ischemia, new myocardial infarction,

or death.

As you can see, curve separated at 24 hours so

that at the end of the 48-hour infusion period, the event

rate in the heparin control group of 5.6 percent was reduced

to 3.8 percent with Tirofiban.

This reduction from 5.6 percent in the heparin

group to 3.8 percent with Tirofiban, represents a 34 percent

odds reduction in cardiac ischemic events, and was

statistically significant with a P value of 0.014. As YOU

can see, refractory ischemia was reduced from 5.3 percent to

3.5 percent, and myocardial infarctions at 48 hours were

reduced from 1.4 percent to 0.9 (sic) for the percent.

These also individually represent about a one-third odds

*
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reduction and are consistent with the overall findings for

the composite endpoint. Deaths representing six deaths in

the Tirofiban group and four deaths in the heparin group

were infrequent at this time point. A statistical test

showed no significant heterogeneity among components.

This slide shows the consistency of effect across

the major demographic subgroups at the primary endpoint

plotted on a log scale of odds ratios. As you can see,

there was a consistent drug effect across the groups of age,

gender, presentation of unstable angina or non-Q-wave MI for

diabetics, patients with antecedent heparin, antecedent

aspirin, and U.S. or non-U.S. countries. All groups had a

benefit from Tirofiban.

Now , after a completion of the study at 48 hours,

patients were treated as determined by local practice which

could include open-labeled heparin, angiography, and

angioplasty. But all of these were off-drug and not

controlled in an way in the protocol.

Shown here are the secondary endpoints at seven

days and the supportive endpoint at 30 days for the

composite endpoint. There continue to be a nominal

reduction of events for Tirofiban representing about a 10

percent reduction in the odds ratios. But neither of these

at seven days or 30 days reached statistical significance.

So to just briefly summarize the PRISM trial. In

J
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patients with unstable angina non-Q-wave infarction,

Tirofiban alone without heparin further reduces acute

cardiac ischemic events during a 48-hour medical

stabilization period compared to heparin. The results are

consistent across the subgroups at the primary endpoint and

the trial thus provides strong evidence that the drug alone

is effective for early medical stabilization.

DR. PACKER: Can we pause for a moment and see if

the committee has any specific questions about the PRISM

trial? I will ask Dan

off the discussion.

Agenda Item:

Roden, the primary reviewer, to lead

Questions and Answers

DR. RODEN: yes. I am interested in knowing a

little bit more about the major element of the composite

endpoint, the recurrent ischemic events. How were they

judged, and was there some sort of oversight in terms of

reviewing them?

DR. SAX: Yes. You are speaking specifically of

refractory ischemia?

DR. RODEN: The RICS.

DR. SAX: Yes . Refractory ischemia was identified

by the investigators. Again, there had to be objective

evidence of symptoms, electrocardiographic changes, and the

investigator had to make a determination that the patient

was on optimal medical therapy. The protocol gave some

.
. ..
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constituted optimal medical therapy,

had to be on nitrates, and beta-

blockers, or a calcium channel blocker which could be

titrated to heart rate and blood pressure, suggesting that

the patient had been optimally placed on these medications.

That information was then

narrative to an endpoint committee.

consisted of three expert cardiology,

submitted along with a

The endpoint committee

sts with active clinical
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practices especially in acute coronary ischemic syndromes.

That evidence was then evaluated by the endpoint committee

and adjudicated as being refractory to medical management or

not being refractory to medical management. So this was

investigator-identified endpoints reviewed by three expert

cardiologists . And the opinion of the endpoint committee

constituted the final adjudication of the endpoint.

DR. PACKER: Just to clarify that for a moment.

On the adjudication

investigators . The

all of the patients

clinical status?

DR. SAX:

process was of the endpoints reported by

adjudication committee did not review

in the trial in terms of their overall

The endpoints were reviewed -- were

identified by the investigators and were submitted to the

endpoint committee. The endpoint committee had the

discretion of changing the endpoints or even potentially

identifying new endpoints. But it was the endpoints

*

.
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identified by the investigators that were reviewed.

DR. PACKER: How many times was there an agreement

or a disagreement between the endpoints submitted by the

investigator and the endpoints deemed to meet an endpoint by

the adjudication process? As you notice this has arisen in

other trials of antiplatelet drugs.

DR. SAX: Yes . In general, the endpoint committee

adjudicated yes or no. And so what we found was that the

endpoint committee in fact rejected a certain percentage of

the endpoints identified by the investigators. So, in fact,

the endpoint committee, to some sense, if you could look at

it this way, was decreasing the noise submitted by the

investigators . A lot of that had to do with a lack of

careful electrocardiographic documentation. The endpoint

committee tended to be fairly rigorous about insisting on

ischemia. So there was a reduction in events.

DR. PACKER: Did the adjudication process follow

the judgment of the three individuals on the committee or

did they have pre-specified, written-down rules as to what

they judged to be repetitive or refractory?

The reason for asking is because repetitive is

subjective . Many of the words used to describe refractory

ischemia represents subjective terms. Although one could

think that three experienced cardiologists might agree or

disagree, the question is did they actually have written-
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down rules that guided this process?

DR. SAX: Yes. There was a formal endpoint

committee manual which was derived from the protocol and was

put together with the assistance of the steering committee

and guidance from the steering committee as well as

involvement of the endpoint committee. However, we

recognize that one could not follow specific rules for the

adjudication of every case. So these were essentially

guidelines. I think what you have to recognize is that the

patients had symptoms. That is objective. They had to have

documented ischemia. That is fairly objective. Where the

subjectivity might come in is what constitutes optimal

medical therapy. Again, this relies somewhat on the

judgment of the cardiologists, both the investigator

submitting the case report form and then the three expert

cardiologists with the committee.

If I could add one other point? This committee,

the PRISM committee required a consensus to vote. In other

words, there were three members. But any cases where there

was disagreement, all three members had to teleconference

and agree. So that is a fairly rigorous adjudication

process for this particular study.

DR. PACKER : Not to belabor this point. But this

is the endpoint which drives the result. So it is important

for the committee to understand how this endpoint was

.
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processed. How is repetitive defined?

DR. SAX: The protocol gave guidelines that

repetitive would be defined as at least two episodes of 10

minutes of duration occurring within an hour. That was the

guideline for repetitive,

DR. PACKER: Was the committee privy to any other

data aside from the clinical history provided to them about

the ischemic events reported by the investigators?

DR. SAX: Yes. Angina was very meticulously

documented. The committee received the case report forms

dealing with the endpoint material which included the

anginal episodes that occurred at all times during the

trial, the duration of the anginal episodes, all cardiac

enzymes, all electrocardiograms, and all medications, and

the heart rates and blood pressure at the time of the

episode. That information was all provided.

In addition, the committee was also privy to the

angiographic findings, if any angiograms were performed.

And the committee also was given the overall clinical

outcomes, adverse experiences, and so on for the patient.

DR. PACKER: That means that the committee knew if

there was bleeding?

DR. SAX: The committee was just provided the

adverse experience pages. So if there were bleeding

episodes, they would’have known that too.
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PACKER : But that means that the committee did

was bleeding?

SAx : Yes .

PACKER : Jeff .

BORER : I would like to follow up with that

-.
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same idea a little bit. I looked through the books we were

sent . They say, in general, that therapy that was given

after a conclusion of the test drug infusion was generally

evenly distributed among the various groups. But nowhere in

the presentation that I saw, although I may have missed it,

was there any mention of other antithrombotic or

specifically platelet-active drugs that may have been given

other than aspirin which was the background for everything.

Can you tell us a little bit about the use of other

antithrombotic agents after the cessation of the test drug

infusions? Were they actually evenly split among the

various groups?

DR. SAX: I can tell you very little about the

antithrombotic therapy after the first 24 hours after study

drug cessation. In other words, for the first 24 hours

after study

concomitant

I

during that

drug cessation we continued to collect

therapy in great detail.

can tell you that the use of open-label heparin

24-hour period occurred in about 50 percent of

patients and was equal between the two study groups. Other

#
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agents such as nonsteroidals were generally prohibited by

the protocol or discouraged by the protocol until the

completion of therapy, this being our first study. And the

use of the nonsteroidals were also evenly distributed. But

the main one being heparin, again, the switch from a study

drug to open-label heparin occurred in about half of the

patients. Some of that was in the setting of angiography.

In fact, a lot of it was in the setting of angiography. In

fact, a lot of it was in the setting of angiography because

angiography tended to occur in the first 24 to 48 hours

afterwards . And a little over -- about 60 percent of the

patients had angiograms so a lot the heparin use was in that

setting. That is the main antithrombotic. After that we do

not know.

DR. BORER: That seems reasonable enough for PRISM

because the prespecified endpoint was measured at 48 hours

and the other subsequent analyses were sort of adjunctive,

although I would sort of like to know what happened to drugs

through the 30-day assessment period, although you are not

up to that point yet. I would flag the fact that I would

like to know about this with regard to PRISM-PLUS and

RESTORE too where the prespecified time of assessment was

later and, in fact, the time of greatest interest is later

still. So, if you do not have that stuff, maybe somebody

could start looking it up so that when you get to it we will
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have it .

DR. PACKER: Marv?

DR. KONSTAM: Rick, I have two questions. The

first -- maybe you answered this in response to Dan or

Milton. But just so I am clear, was the endpoint -- could

the endpoint committee identify endpoints either with regard

to unstable angina or MI that were not investigator

initiated?

DR. SAX: The endpoint committee had the

discretion to do that, but it occurred very infrequently.

DR. KONSTAM: How might that happen? Were there

enzymes, for example, that they had access to?

DR. SAX: Yes. They had access to enzymes. What

happened, again, throughout the trials and in particular the

setting of procedures after a PTCA, there may be an enzyme

elevation that the committee reviewed that the investigator

did not identify as an MI and the committee then would

adjudicate that as an MI. That pretty much was -- it would

be that sort of situation. But , again, that was quite

infrequent for the two unstable angina trials.

DR. PACKER: But how did they do that? I mean,

how did they get access to a database that -- other than the

ones that were generated by the investigator reporting

mechanism. I guess that what we are all asking is that we

really do need to understand the process by which this

,
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occurred. Again, let me emphasize again why we are asking

this . Of the three components of the primary endpoint, this

is the most subjective. And of all the three components of

this primary endpoint this is what drives the treatment

effect . And, therefore, one needs to be -- I guess that the

committee really wants to know as much as it can possibly

know to understand how this endpoint was defined, how the

adjudication process worked, and how patients who were not

reported by investigators were included as events. Did

Merck screen the database for enzymes and send it to the

adjudication committee even though the adjudication

committee had not received an investigator report?

DR. SAX: Let me address Dr. Konstam’s question

directly and then

slide 529?

Just to

I will address yours again. May I have

show you how infrequent the committee-

identified endpoints were, the one additional case of

refractory ischemia here, a few additional ones with

heparin. These additional cases of refractory ischemia were

likely to be cases that were identified perhaps as the

investigator as an infarction, but then they may have been

switched to refractory ischemia. There is one additional

infarction in each group, and one additional unstable

angina.

To answer your question, Dr. Packer, yes, the

*
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database was screened as part of the routine data cleanup

process. And so elevated enzymes, as part of the database

screening were looked at. If we identified elevated enzymes

above the upper limits of normal, we went back to the

investigator and asked the investigator to reconsider the

case and the investigator then, if they felt it was a new

infarction, would submit a revised case report form. Or if

they felt it was not, but we felt very strongly, we might

ask the committee to further adjudicate that particular

case. But the committee did have access to all of the

enzymes on the patients that were identified and were sent

on to the committee.

DR. PACKER: But , again, please remember that --

can you put the slide back up? If these are the additional

endpoints that the committee added to those submitted by the

investigator, I guess -- is that correct?

DR. SAX: That is correct.

DR. PACKER: I guess I am struck by the fact that

for the area that we think is the most subjective, which is

refractory ischemia, the committee added six in the heparin

group and one in the Tirofiban group.

DR. SAX: But , again, this is a very low number

relative to --

DR. KONSTAM: Rick?

DR. SAX: Yes?

. ..7 .
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DR. KONSTAIVI: Do you have an analysis that looks

at these endpoints based on investigator judgment as opposed

to endpoint data?

DR. SAX: Yes . I will ask for Dr. Snapinn to

discuss that.

DR. RODEN: While that slide is coming up, I just

need a little clarification. At the end of the trial, the

sponsor went through the database and looked at the enzymes

and flagged enzymes that might have reached an endpoint that

had been ignored by other investigators. Is that what we

just saw or is that a separate --

DR. SAX: No, no. What you just saw were the

endpoints that were identified by the endpoint committee

that were not identified by the investigators, where the

endpoint committee may have switched an endpoint or the

endpoint committee may have --

DR. RODEN: So, how often -- do you have a table

that tells us how often at the end of the trial once the

database was being reviewed and elevated enzymes were being

identified how often were those events reclassified?

DR. SAX: I cannot tell you that, Dr. Roden. That

was an iterative process that was part of the routine data

cleanup during the course of the study. So, if we saw a

patient with elevated enzymes, we would note that. As part

of checking for adverse experiences and so on, we would send
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a message back to the investigator saying that we identified

elevated enzymes. Did you miss something here? And the

investigator could respond yes or no and change the case

report form appropriately.

DR. RODEN: I understand the difficulties in

getting all of this perfect. I am just trying to -- maybe I

can ask it another way. Do you have a number that tells us

how often the investigator-declared endpoint that he or she

sent on to the events committee was left intact by the

events committees? In other words, how many of the events

that drive this process were actually pristine events as

opposed to reviewed or re-reviewed, or re-identified events?

DR. SNAPINN: Yes. I have a slide to look at that

point . Before I talk about this I have one quick comment on

the previous numbers that you saw. Those additional --

DR. PACKER: Could you speak up just a little bit.

We have transcribing responsibilities.

DR. SNAPINN: The numbers that you saw previously

on additional endpoints brought up by the endpoint

committee, not suggested by the investigators were for the

entire 30-day duration of the trial, not necessarily primary

endpoints for 48 hours.

Okay. Now I would like to show --

DR. PACKER: How many were 48 hours?

DR. SNAPINN: I do not know what proportion of

. .
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those were within 48 hours. Clearly, the readmission for

unstable angina was not.

Okay. This slide shows the overall results based

on the endpoint committee, adjudicated endpoints versus the

results proposed by the investigator initially. What you

can see here is that the endpoint committee rejected roughly

equal numbers of endpoints in each of the two treatment

groups which is very consistent with what I would expect and

hope that an endpoint committee would accomplish, that is,

removing some of the noise and leaving more of the section

(sic) intact.

DR. PACKER : Maybe I can try to ask the question

in a different way. I understand that there are a very

small number of events added to the database by the endpoint

committee . It is seven events in the area of refractory

ischemia. But they do happen to split 6-heparin, 1-

Tirofiban. 1 guess that this slide sensitizes us to the

fact that, depending on how we look at this, the P-value

might change. I understand that we are all hovering around

a P value of .05. If you were to look at this -- I guess

what I am concerned about is that the process was not --

normally, this process is thought to be fairly straight-

forward. The investigator identified an endpoint and, in

his or her best judgment, sends it in as an endpoint. The

adjudication committee –- and the only reason it exists is

.-. .-—. . .
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to reduce noise -- basically says yes or no and then it goes

forward. Here there was an additional process that went on

with an attempt to identify a few additional events.

DR.

DR.

DR.

simple as you

SAX : May I? I am sorry.

PACKER : Sure .

SAX : I think that the process is almost as

have described it. The endpoint committee, as

you can see, there were very few events that were identified

by the endpoint committee. That is, to some extent, a

process of reviewing the case and perhaps switching from an

MI to refractory ischemia, refractory ischemia to an MI.

The process, as you have described it, of investigator-

identified endpoints being adjudicated yea or nay by the

committee is essentially what happened here.

DR. TEMPLE: I think what everybody wants to know

is exactly how the extra events that arose would have been

given to the events committee so that they might consider

it . Because it was unbalanced, six to one. It is obvious

what is going to happen if you take those out. It is going

to not look as good. How exactly did those additional

events get to the committee for adjudication?

DR. SAX: The case report forms, as they were

identified by the investigators, were submitted to the

committee . There were no additional events generated during

the process. The committee --

,
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DR. TEMPLE: Somehow the committee found six
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events.

DR. SAX: Again, that may have been a switch of

events, something -- a switch of events from one to another.

DR. TEMPLE: No. That is not what it is. It is

6-1-1-1 and it is not --

DR. SAX: No, I understand that. But what I am

saying is that there may have been -- the committee may have

taken, for example, may have taken a patient who was

identified as a readmission, and it turned out that there

may have been a mistake on the case report form. The

patient was still in the hospital. Things like that

occurred during the course, but there were no additional

events. The events that were submitted to the committee

were investigator-identified events that were adjudicated.

The committee -- if there was a case that was controversial

or the investigator, it was unclear, a case like that may

have been submitted to the committee as well. But ,

generally, these events had to be identified by the

investigator.

DR. TEMPLE: SO, if the investigator did not

identify an event as a possible event, it never got to the

committee, could not get to the committee, no way; is that

right?

DR. SAX: There may have been a few events where,

b
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for example -- and these

with refractory ischemia

have asked the committee

recall particularly when

DR. TEMPLE: I

asking about. HOW would

know, would those people

blinded, right, Milton?

DR. SAX: Yes.

39

would occur largely with CPKS, not

-- where we, as the sponsor, may

to review an event, but I do not

that might have occurred.

think that that is what Milton is

that have occurred? Who ? You

have been absolutely, unequivocally

Is that your question?

Well, if that occurred, it would

have been with my looking at a case and saying that there is

something controversial here, there is something that needs

clarification, and something added on to the committee. But

we were completely blinded to that process. That process

was conducted in a completely blinded way here, manner.

DR. RODEN: I guess a typical scenario might be

that you would find a set of enzymes that you think might

have hit an endpoint.

DR. PACKER: We cannot hear you.

DR. RODEN: I guess that the difficulty would be

that if you find a set of enzymes that you think might have

constituted an endpoint a year later and go back to the

investigator and say think about this again, they have to

make a judgment as to whether there was checking during that

time or unstable T-wave changes during that time. That can

be a difficult judgment.

,



. “-l.,_-

40

DR. SAX: Yes . The number of new infarctions

identified by the committee was one in each group. So

largely these cases might be a case where the investigator

may have said there was an infarction but the endpoint

committee felt there was not enough evidence for infarction

but there might have been evidence for refractory ischemia

or something like that where a case may have been submitted

as an infarction but switched. But there was nothing in the

process where, as part of the process, new events that were

not investigator-driven could easily be generated. It is

not part of the process.

DR. PACKER : JoAnn.

DR. LINDENFELD: Just let me be sure I understood

the slide. Over a third of the events that the

investigators judge to be events were not judged to be

events by the CEC? Is that a correct reading of that slide?

DR. SAX: I am sorry.

DR. LINDENFELD: In other words, the CEC said that

the investigators in the Tirofiban group said there were 6.8

percent events and that was downgraded to 3.8 by the CEC.

DR. SAX: Yes.

DR. LINDENFELD: Isn’t that an unusually large

number to be changed?

DR. SAX: No, I --

DR. SNAPINN: I am not sure if it is an unusually
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large number, but it is comforting to see that it was equal

numbers in the two treatment groups.

DR. LINDENFELD: Well, but it changes the

significance of the result. I mean, it seems like over a

third -- for the CEC to judge a third of the investigator-

defined events, more than a third were not events just seems

like a large number.

DR. SAX: Again, this was a fairly rigorous

process requiring objective evidence of ischemia. By and

large, the rejection of events for refractory ischemia was

because the event committee was not comfortable that

ischemia had been adequately documented.

DR. LINDENFELD: It points out the difficulty in

this endpoint -- [comment off microphone] -- events.

DR. PACKER: Can you speak up, JoAnn? We are

having microphone difficulties.

DR. LINDENFELD: This just points up where -- were

most of those events that were not considered events

refractory ischemia? They must have been.

DR. SAX: I think that Dr. White may want to

comment about this also. Dr. White was the chairman of the

steering committee for the PRISM study.

DR. PACKER: We cannot hear you.

DR. WHITE: I am Dr. White. I am privileged to

speak. tie were concerned about the low event rate in the

,
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trial and, therefore, we encouraged very strongly for the

investigators to over-report, if possible. We wanted a high

event rate to have power for the trial. I am comforted to

see that the investigators actually did that and that when

the adverse events committee reviewed the events, they

lowered the numbers based on pre-specified, strict criteria

for the endpoints. So I am actually comforted about that.

We did work very hard to get more events reported.

DR. PACKER: I hate to say it, but I guess I do

not understand that. If you want more events then you do

not have an adjudication process to eliminate events.

DR. WHITE: No, I do not think you understand what

I said. The adverse events committee has a very important

role to adjudicate events. The issue is under-reporting.

you are always concerned that not enough events go to that

committee. That committee has strict criteria and that is

very important. They are concerned that an investigator

does not report an event that could be, for example,

refractory ischemia in this situation. And so we wanted all

of those to be reported. We wanted any concerns, any

doubts , we wanted to raise those events so that they could

be adjudicated in a blinded way. I am sorry if I have not

quite --

DR. PACKER: No. I understand that the criteria

that were in place here were not strict. They were not

,
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strict criteria. These were guidelines based on the

judgment of the endpoint committee. This is a process that

is not easy to adjudicate.

DR. WHITE: Let me just -- and Rick could back me

up –- these were strict to the extent that you had to have

ECG findings specified, one millimeter ST depression or T-

wave inversion. You had to have episodes of pain within one

hour, either 20 minutes, or two 10-minute episodes. So

those were strictly defined through optimal medical therapy.

And I think that those three criteria are very important.

So we said to investigators that we want to see all of these

events. We want them to be adjudicated. As I understand

the process, the adjudication committee found that some of

the cases did not fulfill those criteria, the ECGS, or

whatever. Do you want to add to that? I mean, it was

strictly pre-specified in terms of time, ECG, and optimal

medical therapy. Although the latter one did require more

judgement than the other two.

DR. PACKER: We will go Bob Temple, Lem Moye, Marv

Konstam, and Dan Roden.

DR. TEMPLE: It is my understanding that the Duke

group has just reported an analysis of investigator versus

adjudication committee results on a number of trials. I do

not know if Rob can talk about that or not. But they tend

$)
to go a variety of ways. Sometimes there are more events,
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sometimes there are fewer. Sometimes it favors the drug,

and sometimes it does not. That should hardly surprise

anybody since it is actually

multiple directions.

One of the reasons

encouraging that it goes

that we usually tell people

that this is not the best endpoint are all of the reasons

that you are giving here. Of course, our alternative choice

is urgent intervention. People could say that that is just

as subjective as whether you have refractory angina. My

question, however, is did YOU -- what happens to people

whose angina is refractory at 48 hours? Do they just sort

of sit there until a heart attack happens or do they go to a

procedure? If they go to procedures, did YOU also do an

analysis of need for urgent intervention, which is an

endpoint that we have asked a lot of people to look at?

DR. SAX: If I could address the overall impact of

refractory ischemia and then we could look at that. I can

address it even better for the PRISM-PLUS study which I will

come to. Let me give

refractory ischemia.

patient because there

you an idea of the overall impact of

Not only is this meaningful to the

is a very high likelihood of going on

to procedures or having other cardiac events. But it is

even more meaningful long-term to the patient.

If I could have slide 675 please?

These are the data from the PRISM study. They are

*
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also the day from the PRISM-PLUS study. But if you had

refractory ischemia within 48 hours, you will see that over

the first 30 days your likelihood of having either an MI or

death was increased over five-fold over the cohort as a

whole, and your likelihood of dying was a five-fold increase

as well. That was equally true if you had refractory

ischemia even in the off-drug period up to seven days --

nearly seven-fold increases of MI and death, still almost a

five-fold increase of death. Just for comparison, if you

had an MI, obviously, you would have a high likelihood of

dying or having another MI. But an MI within seven days

carried almost a very similar prognostic value to refractory

ischemia. So this is an endpoint that I think is

identifiable and does carry with it prognostic significance.

I think that it might be more appropriate to talk

about the use of procedures in the context of PRISM-PLUS.

But , in general, if you had refractory ischemia, there was a

very high rate of angiography and, then, of course, what

happened after that depended upon the anatomy found on the

angiogram as to whether a patient did not get

revascularized, but there was also a high rate of

revascularization.

DR. PACKER: But , Rick, I think that you would

admit that these calculations would have been just as

powerful that you just showed if you had just done the
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investigator-initiated events only.

DR. SAX: I think that the investigators -- we

have not done that analysis. We have done the analysis on

the basis of the committee review. Because, as Dr. White

indicated, we asked the investigators to submit cases that

they thought met the definition but also submit cases that

they wanted to be reviewed. But since the events moved in

the same direction, I think that the analysis would be

comparable. It may be not as powerful because it is not as

precise. The committee did remove noise.

DR. PACKER: Lem.

DR. MOYE: Yes . I am wondering if you could help

me to understand the choice of an endpoint on the primary

analysis which commences after a period of two days. In

clinical trials we always have to live with the limitation

that if you follow people long enough everybody is going to

have bad events eventually and event rate curves come

together. This is true even if you follow people for years.

here you follow people for a matter of days. We find a

significant differences, which was a protocol-specified,

primary endpoint analysis. There is no question about that

at two days. But , at seven days we do not see anything. I

am just struggling with how to integrate that into the fund

of knowledge.

I mean, does the medication have no efficacy, have

. .—
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no benefit conferred after a week, but, in fact, it does

work for two days? How do you explain that?

DR. SAX: Let me try to put that into some

context. The PRISM trial had an objective which was to look

at the drug effect. It was designed really to be a pure

test of drug effect. We expected the drug to, as a

hypothesis, that is the way we structured the trial to

reduce cardiac ischemic events for medical stabilization

only. We wanted to look at the drug at the end of the drug

effect so that the drug follows standard, if I could say,

pharmacodynamic principles and the principle of trial design

that you look to see where your drug effect is.

Once you shut off the drug there would not be any

intrinsic reason to expect that the drug effect would linger

unless other things might be going on. That is why the

PRISM trial was designed in this way. We knew by the trial

design that we were not going to be able to use concomitant

heparin, we would not use concomitant procedures. And we

know that in the management of patients that these things

would be used.

We wanted this to be a test of the hypothesis that

an antiplatelet agent alone could be used to affect and

change the medical management of this syndrome.

To address your question, however, we designed

PRISM-PLUS. PRISM-PLUS was really to address what happens

*
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in the management of patients. How do you use the drug

optimally to get long-term effects? That trial was designed

to address the question that you are raising.

DR. MOYE: Just one more question. What happened

with death at 30 days?

DR. SAX: Ah, death at 30 days. In the PRISM

trials, deaths were significantly reduced at least by a

nominal P value from three -- I believe the numbers are 3.6

percent to 2.3 percent. And the P value for that was .02.

So there was a significant reduction in deaths at 30 days.

We could come back and discuss that if you want.

DR. MOYE: Even though you had I think two more

deaths; is that right?

DR. SAX: At 48 hours there were two more deaths.

There were six deaths in the Tirofiban group versus four.

By seven days, the trend towards reduction of mortality was

apparent and the curves did separate at 30 days.

DR. PACKER: Marv?

DR. KONSTAM: Could you speak a little bit to the

maintenance of the blinded nature at the sites in the

setting of -- and this is applicable here and also to the

PRISM-PLUS trial where you have groups randomized to heparin

or not to heparin. Can you speak a little bit about how you

manage that and still maintain everyone at the site blind?

DR. SAX: Yes. Because of the nature of the fact

....,
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that Tirofiban has no effect on the APTT, but heparin, of

course, needs to be titrated to the APTT, and the APTT, the

protocol recommended titrating the APTT to two times

control, we have to go through a rather elaborate system to

keep the blind in the study. That was done by a double-

dummy infusion. So that every patient received two bags.

One in the PRISM study -- just to keep things simple because

it was a Tirofiban versus heparin comparison -- every

patient received two bags. One bag for patients randomized

to Tirofiban contained active Tirofiban, and the other

contained nothing. It contained a placebo, just an

infusion. Patients randomized to heparin, that bag would

contain heparin and the other bag would contain a placebo.

So there was a double-dummy infusion.

The blinding, and we went through very elaborate

procedures to protect the blind at every site. This was

just part of the trial set up, where blood samples were sent

down to the laboratory identified as study patients, and the

laboratory was to remove the analysis of those samples from

being reported back in anyway to the patient chart. Every

site had an unblinded investigator in this study who

received those trial results and those APTT results for

titration were kept separately from the patient’s chart ad

infinitum. They have been kept separate.

Now , the investigator, of course, knew the
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randomization code. If the patient was on heparin they were

given a nomogram to adjust the heparin. If the patient was

on Tirofiban they were given dummy instructions for the

titration of Tirofiban. And so what was communicated from

the unblinded investigator back to the staff taking care of

the patient was just an adjustment increase by two CCS per

hour, decrease by two CCS per hour, give boluses. There was

a vial that contained placebo where they were to draw up

boluses of heparin to maintain the blind. So it was a

fairly elaborate process.

DR. KONSTAM: What was done to prevent the local

sites from drawing their own APTTs in the middle of the

night?

DR. SAX: It could be done. It did happen

inadvertently in a very small number of cases where there

was a break in the blind, but it was in the realm of maybe

one percent of cases where we were notified of the blind

being broken in that sort of way, some inadvertent APTT.

But , in general, we instructed the sites to put a sign on

the patient that the Tirofiban study, or the MK3 study,

APTTs were handled in a special way. We gave the sites

special labels for the vials and so on. The labs were

briefed. This was all set up as part of the in-servicing of

the site. So there was special labeling, special

notification.
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Every site had a documented set of procedures that

were signed off on by all of the people involved. The

laboratory had the unblinded investigators with site-

specific standard operating procedures to handle the blinds.

DR. THADANI: Rick, I had a couple of issues. I

am surprised that you said that you did not expect the drug

effect to last beyond 48 hours. When you are doing trials

such as this, you would think the beneficial effect would

persist. I realize the pathophysiology. Once you stabilize

the plaque, would you look at the heparin/aspirin data,

continuation of aspirin preserve the effects of initial

benefit at least in pilot studies, not large trials? So is

that a retrospective conclusion really when you design the

trial or you felt that we were only going to be seeing it at

48 hours and there would be nothing else?

DR. SAX: No, no, quite to the contrary. We

prospective -- and the trial as you see it is exactly what

we prospectively identified. We focused on, again, people

with pharmacodynamic principles so that we would look at the

drug effect. We realized that after we shut off the drug

that there would be other things that would go on, switch-

overs to open-label heparin, and especially procedures. We

wanted this particular trial to be unconfounded by

procedures . Once you start doing procedures, you know that

there are additional complications of procedures, additional
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infarctions, and so on. This trial had a very specific

goal . Look at the role of an anti-platelet agent. you have

to realize that the standard of care was aspirin and

heparin, and we wanted to test the hypothesis tat an anti-

platelet agent alone could have an effect on medical

management. That is all that the trial was designed to do.

That is why we set the 48-hour endpoint.

Again, PRISM-PLUS, as you will see, had a

different set of objectives to really look at the overall

management . This trial had a very specific goal.

DR. THADANI: Another issue regarding that. In

the inclusion criteria, patients could have coronary heart

disease and could have chest pain without ST changes as

inclusion criteria.

DR. SAX: Yes, this trial --

DR. THADANI: And yet, in your outcome measures,

you are mandating ECG changes plus chest pain. What happens

to a patient who had a one-hour chest pain. The

cardiologist thinks that he is got unresponsive to therapy,

and he goes to the -- [comment off microphone] -- would that

be counted as refractory or not? Because he did not have ST

changes he is not counted as refractory. How many patients

were there in that database?

DR. SAX: I cannot answer that question

specifically about how many patients were counted as
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refractory but may have as ECG changes. Again, the endpoint

committee was fairly strict. They wanted to see good,

objective evidence that the patient was ischemic and was

failing medical management. And the endpoint committees

were fairly rigorous about that. I could not tell you --

DR. THADANI: I sympathize. Those are the

difficulties you see when you are managing these patients

because your criteria for inclusion does not include SC

changes. The patient might have gone because the enzymes

are elevated. And then he got chest pain and you rush him

to the cath lab and it will not be captured. It could

happen in both groups. I am not denying that.

DR. SAX: Yes.

DR. THADANI: Those are the difficulties with soft

endpoints.

DR. PACKER: JoAnn.

DR. LINDENFELD: Just so that I understand. If a

patient had refractory ischemia within the first 48 hours

judged by the investigator, then they could have gone to

angiography and had a revascularization.

DR. SAX: Yes .

DR. LINDENFELD: But they might not have been

counted as refractory ischemia by the CEC.

DR. SAX: The committee would have reviewed all of

: ‘]
the evidence. So that the committee would have reviewed the

_——
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angiograms and the investigator’s decision. But , as it

turned out, there were times where the investigator did, in

fact, classify the patient as refractory, did take them to

the catheterization and perform a procedure, and the

endpoint committee rejected that. That is indeed the case,

as they felt that the investigator may have taken the

patient to the cath lab without the patient being truly

refractory.

DR. LINDENFELD: And that could have been -- that

was probably a fairly large number of events.

DR. SAX: It did not happen very often, but it did

occur.

DR. LINDENFELD: The difference was 6.8 versus 3.8

percent in the first 48 hours?

DR. SAX: 5.6 percent versus 3.8 percent.

DR. LINDENFELD: That was the CEC event. So there

was a difference of three percent absolute?

DR. SAX: Yes .

DR. PACKER: Can we pursue that? That means that

if an investigator submitted a patient with unstable, with

refractory ischemia the endpoint committee said no, the

patient went on to have angioplasty and PTCA within 48 hours

and, during PTCA suffered an MI, did that count?

DR. SAX: Yes, as an MI after the 48 hours.

DR. PACKER: No. Within 48 hours.
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DR. SAX: I am sorry. I was just listening to the

cases as you defined it.

DR. PACKER: Let me specify it because it is a

critical point.

to preserve the

one should have

then 40 percent

You have a patient who goes in -- you try

integrity of the endpoint by saying that no

a procedure until they had an endpoint, but

of the endpoints were adjudicated out of the

process. The -- if a patient had an MI, went for a

procedure so that the investigator thought that they had

refractory ischemia, they had an MI during the procedure

within 48 hours --

DR. SAX: That would have counted as a myocardial

infarction.

DR. PACKER: That would have counted as

with the endpoint -- well, how would the endpoint

have known that they got all of the events in, the

an MI and

committee

first 48

hours, they got the events that the investigator submitted

during that the investigator believed constituted an

endpoint?

DR. SAX: The endpoint committee had the complete

case report form so that the investigator -- the scenario

that you have outlined indeed could have taken place. I do

not know that it did, but it could have taken place, where

an investigator felt that the patient was failing medical

management on a Friday afternoon and could have taken the

+
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patient to the catheterization laboratory. In the

catheterization laboratory within 48 hours, they had a

complication of an angioplasty and the patient had an

infarction. That would have counted as an endpoint. The

investigator may have classified that as refractory

ischemia. The endpoint committee may have said, no, this

represents not refractory ischemia, rejected that, and

classified that as an infarction.

DR. PACKER: Even if it occurred after a

procedure?

DR. SAX: Even if it had occurred after a

procedure.

DR. PACKER: Okay. That leads to the next

question which is the medical reviewer identified that in

the PRISM study somewhere between 11 and 12 percent of

patients failed to complete the study.

DR. SAX: Yes.

DR. PACKER: That is 12 percent in the Tirofiban

group and 11 percent in the heparin group. And they stopped

either because they -- the major categories were that

someone thought that they had an endpoint and other

categories, primary category was adverse reactions and, I

guess that another category are administrative reasons or

globally distributed as administrative reasons. When a

patient’s stopped, was discontinued from the study within
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the 48-hour period were events that occurred after they

stopped, after they had discontinued but within the 48-hour

period counted?

DR. SAX: Yes . This was conducted as intention to

treat and all events were counted. It had nothing to do

with whether the patient had discontinued or not.

DR. PACKER: Remember that intention to treat just

says that you analyze according to randomized signs.

DR. SAX: Yes .

DR. PACKER: It does not say that you analyze for

the intended duration of therapy.

DR. SAX: No, but we -- no, but we analyzed all

events that were -- all events were counted.

DR. PACKER: For the intended duration of therapy.

How many patients were actually -- did not provide complete

data for the 48-hour follow-up? How many patients --

DR. SAX: We had no loss to follow-up.

DR. PACKER: No. Okay.

One last question. I guess you have heard the

committee express concerns about the adjudication process.

I guess realizing that there was a significant difference

between in the incidence of drug-related adverse reactions

in this study, nearly twice as many patients experienced

drug-related adverse reactions in the Tirofiban group than

in the heparin group. Why did the adjudication committee
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have knowledge of the adverse reactions?

DR. SAX: Again, we submitted the whole case

report form to them for review.

DR. PACKER : Okay. Ileana.

DR. PINA: Just one follow-up on Dr. Borer’s

question, Rick. We have a very elaborate analysis here of

concomitant therapy at the time of presentation. Do YOU

have any data on what additional therapy the groups received

and was it evenly distributed? Because most physicians when

they see someone having recurrent ischemia are going to do

other things beside anti-platelet agents.

DR. SAX: Yes. We actually looked at all

concomitant therapy and concomitant therapy was evenly

distributed. But , in particular, we looked at anti-anginal

therapy, the nitrates, beta-blockers, and calcium channel

blockers and those were evenly distributed between the two

treatment groups, concomitant therapy.

DR. PACKER : Okay. Can we proceed with a

presentation of PRISM-PLUS?

DR. SNAPINN: Excuse me, Mr. Chairman. I would

like to get back to a question which came up earlier in the

discussion. The committee was somewhat concerned about the

additional seven refractory ischemias that were identified

by the endpoint committee. We have gone back and taken a

look at the statistical analysis, assuming first of all that
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all six of the additional cases in the heparin group were

within 48 hours which we do not know, and removing them,

leaving in the one case in the Tirofiban group, we still get

statistical significance. So the result did not depend on

those additional cases. The P value is .041.

DR. PACKER: .041?

DR. SNAPINN: Yes .

DR. PACKER: Okay. Can we proceed with PRISM-

PLUS ?

Agenda Item: PRISM-PLUS

DR. SAX: Sure. Okay. Let me turn to PRISM-PLUS.

This is the trial of therapy in the setting of both medical

management, medical stabilization, and interventional

therapy for non-stable angina, non-Q-wave infarction. It is

this trial that forms the basis for our indication.

Like PRISM, this trial contained a 48-hour period

of medical stabilization during which procedures were not to

be performed unless the patient reached a clinical endpoint.

Unlike PRISM, however, again, here we continued to study the

drug through angiography and through angioplasty if

angioplasty was clinically indicated. Thus the drug could

be continued through this second period of thrombogenic

risk.

Now , the primary hypothesis for this trial was

compared with heparin, either Tirofiban alone or Tirofiban

--—
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with heparin will reduce the composite endpoint of

refractory ischemic conditions, new myocardial infarction,

and death of any cause at seven days in patients with

unstable angina, non-Q-wave infarction. The trial thus had

two pre-specified treatment comparisons, the Tirofiban plus

heparin comparison versus heparin, and Tirofiban alone

versus heparin.

I would also add that there was an angiographic

substudy as part of this trial to look at the effect of

therapy on thrombus burden to attempt to link the potential

benefit of treatment with the effect on the underlying

pathophysiologic basis of the disease.

Shown here is the study design for the PRISM-PLUS

trial . Again, there is a 48-hour medical stabilization

period, but then the drug was allowed to be continued for up

to 108 hours through angiography and through angioplasty if

an angioplasty was performed within this window and could be

performed so that the study drug could be continued for at

least 12 to 24 hours after the procedure. We were

interested in the medical stabilization period, so we had a

secondary endpoint at 48 hours. But because we were looking

at the overall treatment regimen and the overall strategy,

we specified our primary endpoint at the end of seven days.

We were also interested in longer-term follow-up, so we had

a secondary endpoint at 30 days, and there was pre-specified
_—-__\
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follow-up in this trial to six months.

At 30 days, at seven days, actually at 30 days and

180 days, we also counted readmission for unstable angina.

And like in the PRISM trial, here too, the endpoints were

investigator-identified and were adjudicated by an

independent endpoint committee blinded to the treatment

group.

This trial too was conducted under the auspices of

an independent data safety monitoring board. As I

mentioned, there were two treatment comparisons, Tirofiban

alone versus heparin, and Tirofiban plus heparin versus

heparin. And to adjust for these two treatment comparisons,

an interim efficacy analysis, the critical P value for this

trial was set at 0.025.

There was one sample size readjustment during the

trial . The original plan sample size of 420 patients per

group was increased to 735 patients per group here according

to a protocol-specified rule.

It was at the time of this interim efficacy

analysis that the Data Safety Monitoring Committee

recommended to the Steering Committee that the Tirofiban

alone arm for this trial be dropped.

This has been extensively discussed in your

background package, but I will briefly summarize. The

concern of the Safety Committee at the time they reviewed
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the data which was just after approximately 300 patients had

been enrolled in each group was that there was an apparent

excess of mortality. This excess mortality was”related

primarily to cardiac ischemic events. This represented 14

deaths in the Tirofiban alone arm versus four deaths in the

heparin arm. There was an excess mortality at the seven-day

time point.

As it turned out, this excess mortality was not

significant at 30 days or at six months. The findings of

this trial, as Dr. Moye has pointed out, are inconsistent

with the PRISM trial where there was actually a mortality

benefit for Tirofiban alone.

Because the trial was designed upfront to have two

separate treatment group comparisons with an appropriate

conservative adjustment of the P value to declare

statistical significance, the arm being dropped does not

alter the analysis of the Tirofiban plus heparin versus

heparin comparison. So all subsequent analyses I will be

discussing will just present the Tirofiban plus heparin

versus the heparin comparisons.

so, let me show you the results of the PRISM-PLUS

trial. Shown here is the time to event curve for the

primary composite endpoint at seven days, from the time of

randomization to seven days. At seven days there is a

reduction of the primary composite endpoint of refractory
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ischemic conditions, new myocardial infarction, and death

from 17.9 percent in the heparin control group, to 12.9

percent in the group receiving Tirofiban plus heparin.

This 17.9 percent reduction -- 17.9 percent event

rate to 12.9 percent event rate in the Tirofiban plus

heparin group represents an odds reduction of 34 percent and

was highly statistically significant with a P value of

0.004.

Again, looking at the components of the composite,

refractory ischemia was reduced from 12.7 percent to 9.3

percent, and myocardial infarction from seven percent to 3.9

percent. This represents a 47 percent odds reduction and in

and of itself was highly statistically significant. At this

time point deaths were infrequent and were equal between the

two treatment groups.

To further understand the overall benefit of

Tirofiban on refractory ischemia/myocardial infarction, we

looked at the effect of the therapy during the initial phase

of medical management. These are the time to event curves

for the first 48 hours and, again, after the 24 hour period,

there is a separation of the curves so that the heparin

group had an event rate of 7.8 percent, and this was reduced

to 5.7 percent in the patients receiving Tirofiban plus

heparin, Again, remember, this is before the patients

underwent procedures.
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Although I have not shown this on this figure, at

this time point, at the 48-hour time point, myocardial

infarctions have already been reduced with an odds reduction

of nearly 70 percent and a P value at that time point of

0.014. Thus , there appears to be medical benefit in the

study for Tirofiban plus heparin, again, before procedures

take place.

so, turning now from the short-term effects to the

longer-term benefits, this Kaplan-Meier curve shows the

event rates up to 180 days. on this figure, the reductions

are displayed in terms of risk reductions for the comparison

of heparin versus Tirofiban plus heparin. The early benefit

of reduction of cardiac ischemic events at seven days is

maintained for the 30-day period with a risk reduction of 22

percent and an absolute difference of 3.8 percent. The P

value for this was 0.039. The benefit was also maintained

out to six months. At six months the event rate was reduced

from 32.1 percent to 27.7 percent, an absolute difference of

4.4 percent, risk reduction of 19 percent, and a P value of

0.024.

Not only was the composite endpoint positive, but

shown here is the Kaplan-Meier curve where myocardial

infarction and death, which represents irreversible cardiac

morbidity. As I have discussed, this was significant at

seven days with a P value of 0.007. The benefit was
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maintained at 30 days with an absolute reduction of 3.2

percent, a risk reduction of 30 percent, and was maintained

at six months, again, an absolute reduction of three

percent, a risk reduction of 22 percent and in and of itself

approached statistical significance.

Deaths throughout this period remain comparable

between the groups at all time points. So the findings are

consistent with the drug regimen that effectively reduces

early myocardial infarctions and then preserves this benefit

for at least six months.

We also looked at the trial for consistency of

effects at the primary endpoint. This is various subgroup

analyses plotted on a log scale for odds ratio, again, at

the primary endpoint. Again, you will see that there is

good, consistent effects across the pre-specified subgroups

of age, gender, clinical presentation, unstable angina, non -

Q-wave MI. The diabetics, in particular, had a very good

effect in the study, antecedent heparin, antecedent aspirin,

and, of course, the various countries that were involved in

this study.

Now, let me turn to the angiographic sub-study

which provides further objective mechanism-based support for

the clinical results. Angiograms were to be performed

between 48 and 96 hours or earlier if clinically indicated.

It is important to note that since the angiographic films

—.—



-~,

.1-_

__A

66

are before interventions, the outcomes are representative of

the benefit of medical therapy only.

All available angiograms performed between hour

zero and 97 were sent to a core laboratory for blinded

analysis. The evaluable angiograms were graded by the

presence and severity of thrombus based on the TIMI

classification. TIMI blood flow past the culprit lesion was

also assessed.

Shown here is the analysis of thrombus grade based

on possible, small, moderate, large, or recent total

occlusion. There was an overall reduction in thrombus

burden with an odds ratio of 0.77 and a P value of 0.022.

In particular, for the patients who had clear evidence of

angiographic thrombus, that representing thrombus grades

moderate, large, or recent total occlusion, the event rate

for thrombus in the heparin group of 24.1 percent was

reduced to 17.1 percent in the patients receiving

combination therapy with Tirofiban plus heparin.

In addition, when TIMI flow past the culprit

lesion was assessed, the percent of patients with limited

TIMI flow, namely TIMI zero flow, representing a total

occlusion, minimal perfusion with TIMI-I flow, or partial

perfusion was reduced from 25.5 percent in the heparin group

to 18.1 percent in the Tirofiban plus heparin group. This

represents an odds reduction of 35 percent and was
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statistically significant with a P value of 0.002.

The angiographic sub-study, therefore,

demonstrates that Tirofiban plus heparin reduces thrombus

burden and improves blood flow past the culprit lesion.

These findings present clear mechanistic support for the

reduction of clinical events seen with combination therapy.

This occurs again before revascularization procedures take

place.

So let me briefly summarize the results of PRISM-

PLUS that I have presented so far. Tirofiban effectively

reduces cardiac ischemic events, including the composite of

myocardial infarction and death. This benefit can be seen

as early as after 48 hours of medical stabilization before

procedures, through angiography and angioplasty. And the

early benefit is sustained to six months.

Furthermore, the angiographic study links the

pharmacologic effects of combination therapy on thrombus

which is the pathophysiologic basis of the disease with the

overall clinical benefit seen for the treatment of unstable

angina, non-Q-wave MI.

Now , I would like to make one other point about

the PRISM-PLUS study. This has to do with outcomes based on

whether the patients underwent revascularization procedures.

This figure shows the percent of patients who

underwent cardiac procedures during the trial. In this

*
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study angiography was expected by protocol, not mandated,

but expected. In fact, almost 90 percent of patients

underwent angiography during the initial hospitalization.

It turned out that about a third of the population underwent

angioplasty. About a quarter of the population underwent

coronary artery bypass surgery, and the remainder of the

patients, nearly half of the population, were medically

managed.

To further examine the consistency of the drug

effect across the population, in keeping with our proposed

indication, I would now like to review with you a new

analysis that has been requested of us by the FDA. This

analysis reviews the outcomes based on whether the patients

underwent angiography, bypass surgery, or had medical

management and were not revascularized, Please recognize,

however, that at the time of the clinical presentation, at

the time of admission it is not known what the ultimate

treatment therapy will be. And so this analysis is -- the

cohorts for this analysis are based on events that occur in

this time period and the decisions that occur here. These

cohorts are, therefore, post-randomization cohorts. This

analysis, therefore, should be interpreted with caution.

Shown here are the 30-day outcomes for the overall

patient population, again, plotted on a log scale

.:3
representing odds ratios. This is the overall patient
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population. Shown here are the patients undergoing

angioplasty, bypass surgery, and the patients who ultimately

had just medical management. Again, these odds ratios

represent all events from the time of randomization through

30 days irrespective of whether the events occurred before

or after a procedure.

Notice that the treatment effect of Tirofiban plus

heparin was not limited to any one cohort and, in fact,

overall, each of the cohorts had a treatment effect that was

generally comparable with the overall patient population.

This was true both for the composite endpoint of 30 days and

for the endpoint of myocardial infarction and death. In

particular, the patients who had or just underwent medical

management alone had endpoints of 30 days that were

comparable with the overall benefit seen for revascularized

patients as well.

To further refine this analysis, we did look at

events prior to revascularizations which also represents a

period of medical stabilization. As you can see, there was

a benefit for Tirofiban plus heparin even before an

angioplasty and even before patients underwent bypass

surgery.

Now , the outcomes of patients who undergo

angioplasty are of some interest because, as I have

discussed, this represents a period of time where GP

b
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IIb/IIIa agent could exert an additional benefit. So we

looked specifically at the events from the time of

angioplasty forward, recognizing again that this is a post-

randomization cohort.

This figure is a time-to-event curve taken from

the time of procedure, from the time of angioplasty. There

was a prompt separation that occurs

reduction of the composite endpoint

days representing a 46 percent risk

point . And this benefit seen at 30

with an absolute

of 6.5 percent at 30

reduction at this time

days was maintained to

six months with an absolute reduction of 5.6 percent and a

risk reduction of 25 percent.

These findings are suggestive but, again, by no

means definitive of an additional benefit for Tirofiban in

the subset of patients undergoing angioplasty even beyond

the benefit seen during the pretreatment period as part of

the overall management strategy of these patients.

Now , a third study directly examined the benefits

of Tirofiban.

Agenda Item: Questions and Answers

DR. PACKER: Can we pause? I think that we have

some questions on PRISM-PLUS. We will begin with our

primary reviewer, Dan and Glen.

DR. RODEN: Thank you. We do need to have a

discussion of why it is that Tirofiban did so well against

*

..,,.“””



heparin in PRISM and did

PLUS . I will just leave

71

so poorly against heparin in PRISM-

that out there for a while.
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1 have two comments to start off with. One is

with respect to the angiograms. The agency, in their

summary, provided the data not just for the Tirofiban plus

heparin in the heparin arms, but also the Tirofiban alone

arm. I guess that it is a small point, but the patency

rates, the TIMI-111 flow rates are as high with Tirofiban as

with the combination. So that really does not support the

argument that there is a link directly between the

pathophysiology or the proposed mechanism of this compound

and outcome since this was the group that had the worse

outcome and yet angiographically had just as good an outcome

as the best group. That is one comment.

What I really want to add --

DR. SAX: Dr. Roden, could I just clarify one

thing?

DR. RODEN: Sure.

DR. SAX: If I could have slide 368? If YOU look

at the overall thrombus grade, this is the Tirofiban low

norm. You will see that the rates of absent thrombus -- I

am not going to go through the various classifications --

but you will see that, if you look at Tirofiban alone as

compared with heparin with respect to thrombus grade, the

presence or absence of thrombus and the individual

*
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components look very similar. In fact, as you look at the

overall outcomes in this study, recognizing that there is

only -- these are contemporaneously enrolled cohorts,

remember that at the end of the study there were over 600

angiograms in this group and over 600 angiograms here. So

this is the contemporaneously-enrolled cohort. The findings

here do support the ultimate outcomes which in this cohort

suggested that the composite event rate of 30 days was very

similar between Tirofiban and --

DR. RODEN: I was referring to the flow data and

not to the thrombus data.

DR. SAX: Again, the number of angiograms here is

not that great. But the thrombus --

DR. RODEN: 243. It is a small point because it

does not actually impact one way or the other on efficacy.

But , if you want to make a big deal out of how Tirofiban

improves flow compared to heparin, then you really need to

include the Tirofiban data. That was not my major question.

I wanted to come back to this issue of patients

who have to undergo procedures in their outcome versus

patients who do not undergo procedures in their outcomes.

The data that the agency provides, and I hope that the

numbers jive with yours, are that -- talking about the

primary, the pre-specified primary endpoint, the seven-day

endpoint, there were 100 patients in the Tirofiban plus
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heparin group who had an endpoint and 143 in the heparin

alone group. So that is a benefit of 43 patients, a delta

of 43 patients.

I flip to another table that the agency has

provided to me and these are patients who met the composite

endpoint at seven days and who had a procedure. Now the

Tirofiban plus heparin number is 95 and the heparin alone

number is 135. That is a difference of 40 patients.

So the way that I would read that is that the

benefit of this compound is limited virtually exclusively to

that group of

complementary

not undergo a

patients who undergo a procedure. In the

group of patients, which is smaller that did

procedure, the

numbers, but the math has to

a difference between the two

the

tWo

two groups is absolutely

comparisons.

numbers -- I do not have the

turn out that there will not be

because the difference between

preserved when you make those

Have I made that completely unclear or just a

little bit unclear?

DR. SAX: I follow your argument. But I would

like to point out just a couple of things. First of all, if

you look at the numbers as opposed to looking at what

happened in the trial, I could see your point. However, if

you look at what happened in the trial, at 48 hours, we

already saw a benefit for Tirofiban plus heparin and that is

●
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before procedures.

If you look at the analysis requested of us at the

FDA and look at the patients who underwent procedures even

before they had procedures, there is a benefit for

Tirofiban. If you look at the medically-managed patients

who never got procedures, recognizing, again, that those

patients are a subgroup that excludes everybody who had

procedures and look out to 30 days, those patients had a

benefit. So, in terms of what happened to the patients as

opposed to the absolute numbers calculated at seven days,

you are seeing benefits in all of those groups of patients.

DR. MOYE: I have just a question that concerns me

about the methodology that maybe you can put to rest very

quickly. For this examination of post randomization

cohorts, was the analysis you showed us time-dependent?

DR. SNAPINN: If you are referring to the survival

curves that we showed, those show the events that occur

subsequent to the time of the procedure. So time zero on

those curves is the time of the procedure, and we are

counting events that occurred subsequent.

DR. MOYE: Okay. There is a little difficulty

there because you have undone the randomization, haven’t

you?

DR. SNAPINN: Correct. That is why we are

concerned about interpreting those with caution.
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DR. MOYE: So am I.

Also, in generating P values, looking at the

therapy in those cohorts, how did you -- did you

divide the trial population into cohorts and then examine

within each cohort what the effective therapy was which I

think is not the best way to do it? Did you use a time-

dependent covariate analysis?

DR. SNAPINN: Well, one point is that we have not

calculated P values on any of these analyses involving non-

randomized subsets for the reasons that we just discussed.

But we do present, of course, odds ratios and confidence

intervals . For those analyses, the initial slide that you

saw showed all events just breaking the population into

cohorts without time-dependent covariates, just three

separate cohorts.

The second analysis you saw, the second slide then

split up the events that occurred, for example, in the PTCA

cohort into events that occurred prior to the PTCA in that

cohort and events that occurred

that cohort.

DR. MOYE: I guess my

subsequent to the PTCA in

own experience with this is

that you can get a very distorted picture of the effect of

therapy within post-RC cohorts unless you do the time-

dependent covariate analysis. I would just like to -- yes?

DR. LIPICKY: It is not their fault, Lem. We

*
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asked them for that.

DR. MOYE: I was not pointing a finger, Ray.

DR. LIPICKY: Well, no, I understand, but they are

the ones who seem to be getting blamed. The notion of that

analysis was that if you accept the fact that the primary

endpoint was met and you are now going to say this trial

found something, can you do anything that will allow you to

develop insights into what this effect was that it found

other than if you randomize people and give them drug and

there is a net benefit of some kind? And, indeed, there

were no P values or anything else. It is a very kind of

intuitive thing. It probably was not a good thing to ask

for. But you do get some insight. Dan got some good

arguments out of it.

DR. MOYE: One other quick point. I do not

believe that treating PTCA as a time-dependent covariate

gets you out of the same confounding bind. I believe that

the analysis is just as confounding.

DR. LIPICKY: It is not a randomized population.

DR. MOYE: That is right.

DR. LIPICKY: So you cannot unconfound that.

DR. MOYE: One other question. I wondered if

somebody could clarify for me what the exact protocol

specification was for the DSMB to decide to almost double

the sample size for this experiment? My primary concern was
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was this to be based on an examination of control group

event rates or on an examination of efficacy?

DR. SNAPINN: Right . Could I have slide 620

please? The answer is that it was based entirely on the

control group event rate. We recognize that re-estimating

sample size based on a treatment group difference would not

be valid. So to ensure that the DSMB could not make any use

whatsoever of the treatment group effect, there was a pre-

specified rule for them to follow which you see on this

slide. They had no option to make a decision on their own.

They simply had to follow this pre-specified rule.

At the time of the interim analysis, the heparin

group event rate turned out to be slightly above 15 percent.

They followed this rule. The rule told them to increase

sample size to 2,205, which works out to 735 per treatment

group.

DR. PACKER: Lem, before going on, let me ask the

-- this was a trial originally designed with three arms.

The sponsor appropriately took the two possible comparisons,

each versus placebo. I assume that the comparison of

Tirofiban versus Tirofiban plus heparin was of sufficiently

secondary interest and that no alpha was spent on it and,

therefore, worked with a P value of .025 as the critical P

value .

Once a decision is made to drop the arm, does one
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recapture the alpha or is the alpha in that arm spent and

that all subsequent analyses that are made at the end of

this trial are to be made at a .025 level?

DR. MOYE: The safest thing for the investigators

to do is to continue on as they had planned, unless they had

a prospective plan to recapture the alpha. I think that

recapturing alpha is really a hazardous undertaking. There

really are not very clear guidelines about it and it is very

murky going.

DR. PACKER: Now , to make things even murkier, all

of the P values that we have seen therefore need to be

compared with either .025 or conversely, which might be

easier for us to do, need to be multiplied by two; is that

correct?

DR. MOYE: I would just compare them to 025.

DR. PACKER: Right . So that, Dr. Sax, when you

refer to what your P values that you are showing for all of

the supportive analyses are nominal P values?

DR. MOYE: Yesr that is correct.

DR. PACKER: And we would mentally have to think

of this threshold as being .025? Bob?

DR. TEMPLE: Well, I do not think that that is

self-evident . People could debate this interminably, and

that would be a lot of fun, but we would not get finished.

The correction certainly must apply to the primary endpoint,
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and that is why they used .025 as the critical value.

I think that a lot of people would disagree about

what you have to do with the MI component of that and all of

that stuff. But , you know, you have got to keep in mind

that there was another group for a while. It is at least

somewhat debateable whether having met your primary endpoint

you have to keep adjusting everything all of the time for

every subgroup and every subset and all of those.

DR. HUNG: This is Jim Hung, FDA’s statistical

reviewer. I would like to make a comment and respond to Dr.

Packer’s question. If you have two armed studies, two arms

compared with placebo and then in the interim you decide to

drop a two arm based on the medical efficacy or something or

reasons, then if you remove the remaining alpha to the other

arm, then that total error would be inflated. But if you do

not remove, if you do not reallocate that un-used alpha for

the remaining arm, then that is okay. It is on the

conservative side.

DR. PACKER: Without belaboring this point,

because I think that all of the points that have been taken

and made have been well-taken, if a protocol said that if

one of the arms were dropped that the alpha would be

recaptured, does that fix the problem?

DR. HUNG: No, I do not think so.

DR. MOYE: I suppose, if you said that you were
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going to make a determination and you were going to spend

say 005, 0.005 on determining whether to drop an arm or not,

and you said that prospectively, then that allows .. you

have approximately 0495 left for the other comparisons that

are going to be -- that remain to be prospectively

identified. But I think to decide on the fly that at an

interim point if you have spent, if you discontinue an arm

and therefore are not going to do any analysis in the end,

can you recapture alpha, well, you have already done

analysis at this point. How much have you spent at this

point? I mean, sometimes we are counting angels on the head

of a pin and we probably do not need to go into it in very

much detail here now. But it really is very tricky.

DR. PACKER: I guess we should not lose site of

the fact that on the stated primary pre-specified endpoint

that the P value is significant even at the .025 level. So

this is a perhaps more theoretical discussion. The only

reason I asked was to more interpret the secondary analyses.

And then Bob Temple’s comment needs to be developed. It

gets more complicated then.

DR. LIPICKY: Just to follow up on the P values.

You did a pretty good job in PRISM of making .014 go to .076

for the primary endpoint. Can you do the same thing here?

[Laughter.]

DR. LIPICKY: Can you? I think that that would be

.
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nice to see.

DR. PACKER: Let me see if I can translate what

Ray is saying.

PARTICIPANT: Ray really needs translation.

DR. PACKER: This endpoint includes refractory

ischemia. Was the adjudication process in this trial

similar to PRISM? If it was, what happened? Tell us how it

was conducted. Basicallyr we need to probably ask the same

questions as we did for PRISM in PRISM-PLUS about the

adjudication process. How many events were thrown out by

the endpoint committee? What was the distribution? How

many were added by the endpoint committee when the overall

data in the trial was screened?

Believe it or not, all of that is encompassed by

what Ray asked.

[Laughter.]

DR. SNAPINN: Can I have slide 609 please? This

slide will show, again, the primary results as adjudicated

by the endpoint committee side-by-side with the raw results

submitted by the investigators. As you can see, the rate at

which the endpoint committee rejected endpoints was smaller

in this study than in PRISM, but that the result is still

statistically significant at least to the .05 level.

DR. PACKER: No, it is not. No, no, no, no. The

P value here is .025. We just went through that. So this

.. ..
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actually --

DR. LIPICKY: But his statement is correct that it

is significant at the .05 level. It is just that you are

demanding more than that.

DR. MOYE: Well, they demanded more than that. We

are not demanding it. The investigator is demanding that.

DR. SNAPINN: And, in fact, we would hesitate to -

- actually, I misspoke. I should not really be assigning

statistical significance to a non-protocol-specified

analysis. That is the endpoint committee analysis.

Another slide. If we could have 610 please? This

breaks down the investigator-defined endpoints into its

components. Now , unfortunately, I do not have these side-

by-side with the endpoint committee results by components,

but you can refer back to your packages to compare them.

But what you can see here is that we still have excellent

results within components based on investigator-defined

endpoints .

DR. TEMPLE: How do you do that? Every one of

them is less than the composite. Every one of them is a

component of the composite. The P values are more extreme.

Somehow the composite endpoint comes out less?

DR. SNAPINN : Yes . We noticed that also. It

struck us as unusual, but it is true and it relates to how

they over -- how the events overlap in the individual

.
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patients in the different treatment groups.

DR.

DR.

have death up

DR.

deaths.

DR.

the agreement.

PACKER : I guess I am a little bit confused.

TEMPLE : As Jeffrey points out, they do not

there alone.

SAX : There was a hundred percent agreement on

SNAPINN : Right. It is not there because of

PARTICIPANT : That is good.

DR. PACKER: Maybe I can ask the question in a

different way. I guess if this committee could go through

in a reiterative process the concerns that it expressed in

PRISM about the softness of refractory ischemia, the

adjudication process that relates to it, and, I guess to --

and one thing which we have in PRISM-PLUS which we did not

have in PRISM is an analysis of death in MI. I guess we all

feel that there is -- that is an important analysis to look

at . One, it tends to be far less subjective. Secondly, it

is a process which represents irreversible harm. It is also

an endpoint which has been used in other antiplatelet trials

as a primary endpoints which allows us to think about this

in a more holistic fashion.

Since there was total agreement on deaths, how

much disagreement was there on MIs?

DR. SAX: We can show you the data that we showed

*
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you on slide 610 and we could compare it back and forth.

These are the investigator rates for myocardial infarction,

5.7 percent in the Tirofiban plus heparin group versus the

heparin group, and the rates for MI at the primary endpoint.

DR. PACKER: Yes . I think that the risk reduction

as adjudicated is 30 percent with a P value of .0 -- I am

sorry. I am actually comparing seven days. If you look at

the seven-day, the investigator-adjudicated events are I

guess all across-the-board less frequent even for MI.

DR. SAX: The committee events just for

comparison. These were investigator-identified MIs, 5.7

percent here and at the same time .7 days. The comparable

number was 3.9 percent. For heparin it was 8.8 percent.

And the comparable number was 7.0 percent for the endpoint

committee. SO the reductions, again, the committee was

removing the same number of events in both treatment groups

about 1.8 percent. Again, the committee was applying, as

you would expect, a much more rigorous review.

DR. PACKER: Which is why, I guess, in all cases,

the P values for the adjudicated analyses are smaller than

for the investigator analyses.

Udho ?

DR. THADANI: I have a couple of points. One of

the issues -- I am not sure, just for my clarification.

Originally the protocol was designed to look at a 48-hour
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endpoint, and then he changed it before, trial completion to

seven days.

DR. SAX: No, the protocol --

DR. THADANI: In the initial protocol it said 48

hours with a primary endpoint. But then, as the trial

started it was changed to seven days.

DR. SAX: Yes . The very, very

was sent out to the investigators looked

first protocol that

at a 48-hour time

point . While that protocol was being sent out for IRB

approval, the steering committee met and said, no, this is

an overall treatment strategy, and you really need to look

at the seven-day time point because you are continuing the

drug beyond seven days. So, you are absolutely technically

correct, but there were really no patients randomized at the

time that that switch was made.

DR. THADANI: And point two, I think which is more

relevant here, we saw the PRISM study really showing early

benefit not at seven days, 10 days with the drug alone. In

this one we are using a strategy where the patient comes in,

you give him the drug, but 90 percent have to have

angiograms . And the event rate could be lower in the group.

But even post-hoc analysis is possible. Angioplasty will

somewhat modify the event rate. So we have to add that to a

new dictum, say that the drug is to be used, everybody

should have an angiogram and this algorithm because that is

*
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how to preserve the benefit at 30 days and 180 days. Had

you not done that, then the catch-up phenomenon might have

neutralized it. I would like your comments on that.

DR. SAX: Yes, again, the protocol did not mandate

angiograms, but it encouraged angiography.

DR. THADANI: 90 percent. I think it was driven

by angiograms, the study.

DR. SAX: 90 percent of patients did have

angiograms . I think that the key answer to your question

though is that before these angiograms were performed, we

were already seeing benefit with an odds reduction of

infarction of nearly 70 percent. Even if you consider the

fact, and this is the analysis that the FDA had requested us

to do, that even if you considered the fact that patients

did go to bypass surgery or they went to angioplasty, the

group that was leftover and had just medical therapy still

had benefit from the drug.

DR. PACKER: Okay. Let’s see, nearly everyone on

the committee wants to ask a question. Tom, JoAnn, John,

and Ileana.

DR. GRABOYS: I want to touch on the treatment

selections . It is interesting that 90 percent -- actually

get into the what is called maximal medical therapy, and who

defined the decisions as far as maximal medical therapy,

what it is and decisions to go on to angiography or any

,
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further intervention. It is not surprising that 90 percent

went on to the cath. But what is a little surprising to me

is that only 47 percent remained on medical therapy. In the

community, if you are cathed, you get about a 99 percent

chance of going ahead and being intervened on with either

cabbage or angioplasty. So the 47 percent figure to me is a

little bit of a surprise. I am curious about what criteria

were used either to continue on medical therapy or to

intervene or was that simply at the discretion of the

individual practitioner?

DR. SAX: This was entirely at the discretion of

the individual practitioners. The protocol did not mandate

therapy one way or the other based on the findings of the

angiograms. I would just add that the findings are very

consistent with what has been seen in multiple clinical

trials, namely, a half to two-thirds of the population of

unstable angina patients will go on to angiography in global

trials. That may be somewhat higher in the United States.

Then, based on the findings of the angiogram, patients will

be triaged, if I could use that word, to ongoing medical

therapy, bypass surgery, or angioplasty. And the split, the

breakdown after angiograms falls into approximately one-

third distributions, a little bit more towards maybe

angioplasty currently. The numbers that we are seeing here

are consistent with what is --

8
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DR. GRA130YS: No. I understand that that is

consistent with the trials. It is not necessarily

consistent with what is going on in the community though.

DR. LINDENFELD: I would be interested in knowing

the percentage of patients in PRISM and PRISM-PLUS who were

revascularized within the first 48 hours, if there was a

difference in the groups in those two studies. I am just

trying to get back at this difference between what

investigators identified as events and the CEC did.

DR. SAX: Just give me a moment, and I will find

that for you. Okay. Could I have slide 338? Okay. These

are the data from PRISM-PLUS of the revascularizations

within the first 48 hours. You can see, again, we -- by

protocol restricted revas procedures, unless the patient had

a clinical endpoint.

There was already a difference in the treatment

groups between the patients who were receiving heparin and

the patients receiving Tirofiban plus heparin. Most of

these procedures were angiography. About half of those

patients went on, actually, a little bit less than half went

on to some form of revascularization. Most of that was

angioplasty.

DR. LINDENFELD: That actually makes me feel

better about that difference that we have seen.

My other question is what was the mean duration of
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infusion in PRISM-PLUS?

DR. SAX: The mean duration across the study was

71.3 hours. SO, on average, the patients got three days of

study drug.

DR. LINDENFELD: The reason I ask that is just

that being that the results are most impressive in that

study and this is a relatively short-acting drug, it is of

interest that the longer infusion may be of more benefit.

DR. PACKER: It was also an infusion through

procedure.

DR. LINDENFELD: Right .

DR. PACKER: John.

DR. DiMARCO: You have not said much about the

Tirofiban arm alone. I am just curious about it. Am I

correct in my interpretation of the tables that most of the

deaths occurred between 48 hours and seven days, the excess

deaths, in that arm of the study that led to the dropping of

that arm?

DR. SAX: Yes, that is correct. In fact, most of

them occurred between three days and seven days.

DR. DiMARCO: Were they in people who had

undergone procedures? We might say doing a procedure on

Tirofiban only then is not a good idea without heparin?

DR. SAX: In fact, most of the deaths occurred

after study drug had been completed. I think that there
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were only two deaths or three deaths that occurred during

the study drug period. So most of the deaths occurred after

the study drug had been stopped, but before seven days. The

deaths almost uniformly were due to cardiac ischemic

reasons, progression of the disease, if I could put it that

way. Some of them occurred in the setting of procedures.

some of them did not. I think that the split was about as

even as to those who did have procedures or those who did

not have procedures. But there were some deaths after

bypass surgery and some deaths that occurred after

angioplasty, yes.

When we look closely at these deaths, as you might

anticipate, we could not find a clear relationship of the

deaths being related to procedures. It is a confounded

analysis. Because, in fact, they may have been rushed to

procedures because they were more ischemic.

DR. PACKER : John, while we are on this topic, I

guess I thought that it was curious in the way that both the

sponsor and the medical reviewer described the mortality

results in PRISM and PRISM-PLUS that they described the

mortality results in the original trial of PRISM as being

worrisome because they went in the wrong direction, leading

to DSMB -- I am sorry, in PRISM-PLUS they went in the wrong

direction because -- enough to cause the DSMB to stop an

arm. And then the analysis of mortality at 30 days in PRISM
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went in the opposite direction and that was deemed to be

reassuring.

I guess I was not either reassured or alarmed by

either. These are extremely small numbers. We know nothing

about what this drug does to mortality. It is quite likely

that the directional changes in both PRISM and PRISM-PLUS

are due to the play of chance.

DR. SAX: If I can just comment. I think when one

looks at the data exactly as you have stated, the numbers

are small. If one looks at this we can say a couple of

things . The deaths were not due to the drug toxicity. They

were not due to bleeding. They were not due to

thrombocytopenia. They were due to progression of

underlying cardiac ischemia. And exactly as you have

indicated, the number of deaths in the PRISM-PLUS arm where

Tirofiban was dropped was very small and represented a 30-

days, 21 deaths, versus 14 deaths. In PRISM the findings

went exactly the opposite direction. If one were to perform

a pooled analysis of this, it looks like there was a very

slight benefit for mortality, even if one tries to match the

cohorts for risk, a slight benefit for mortality for

Tirofiban of 0.3 percent. But , overall, I think that one

could say that in the respective trials, the mortality

directions is probably due to the play of chance.

DR. PACKER: Ileana.
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I have two questions. On the patients

any angiography, and I understand, Rick,

that the numbers are small, the duration of study drug was

much shorter than in the other groups. Was that specified

in the protocol that if the patients were not going to be

angiogrammed there was a shorter duration of infusion?

DR. SAX: We did not specify the duration of the

infusion. What we did request was that if the patient was

to undergo angioplasty that the infusion was to be continued

for 12 to 24 hours after angioplasty.

So for the patients undergoing angioplasty, the

overall duration of infusion was a bit longer than the other

cohort . After angiographies, physicians had a choice as to

whether they wanted to stop the drug

angiography. That was done in about

or continue on. For example, if the

immediately after

two-thirds of patients,

patient wanted to go to

bypass surgery, they had the option of continuing drug

further.

If you continued -- after angiography, if you did

not stop drug at the time of angiography, on average, drug

was continued somewhere between 15 to 19 hours after

angiography. But actually about

after angiography.

DR. PINA: Do you have

two-thirds had drug stopped

any data on how long the

patients were off of infusion before going to bypass?

*
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Because that would have clinical relevance in telling people

when they needed to stop this before sending the patients to

bypass. The time on drug between PTCA and bypass are almost

identical .

DR. SAX: We do not have specific data on the

duration of therapy before bypass. But we do know there

were very few patients who actually went to bypass surgery

within 12 hours of stopping study drug.

DR. PINA: So they went later than that you are

saying?

DR. SAX: By and large, patients were off study

drug for more than 12 hours. We actually recommended that

study drug be stopped before 12 hours. But the drug is

short-acting. So, if you stop the drug say four to six

hours before bypass surgery, most of the drug effect would

be gone by that point.

DR. PINA: One last question if I may. It seems

that a lot of the difference that we have seen here

statistically relies on the myocardial infarction rate. Do

you have any data on the CPK levels in both of the groups?

In other words, does the drug not only perhaps prevent

myocardial infarction? In the patients who have it does it

modify infarction? Since I am looking ahead that a lot of

the mortality that we see later on in groups is related to

myocardial infarction and how much ventricle is left, do you
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have any data on ejection fractions post infarct?

DR. SAX: We do not have any data on the ejection

fractions. Remember the angiograms were performed generally

early on. We have not looked specifically at ejection

fractions in those.

With regard

on the CPK elevations

to CPKS, we do not have specific data

In PRISM-PLUS the protocol required

at least a two-fold elevation of CPKS above the upper limits

of normal or a re-elevation after -- if one came in with a

non-Q-wave MI. In the setting of angioplasty, we required a

three-fold elevation. In the setting of bypass surgery, we

required new Q waves.

I can tell you, although I cannot tell you the

exact numbers of the CPK levels by fold, three-fold, five-

fold, 10-fold, in PRISM-PLUS that distribution was about

two-thirds non-Q-wave, about one-third Q-wave MIs.

DR. PACKER: Just to close the loop on some issues

related to PRISM that we raised in PRISM that need to be

addressed for PRISM-PLUS. The number of events added to the

adjudication process that were not originally submitted by

investigators in PRISM-PLUS was how many?

DR. SAX: If I could have slide 333 please? Very

few.

DR. PACKER: How many patients did not -- I

assumed that you followed the same procedures which is that

*
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patients were followed through the intended duration of

therapy for all events whether or not they were taking their

study medications or discontinued for any reason. Is that a

correct statement?

DR. SAX: Yes .

DR. PACKER: How many patients were in fact lost

to follow-up at the primary pre-specified time point of

seven days?

DR. SAX: There were no patients lost to follow-up

at the primary endpoint.

DR. PACKER: How many patients were lost to

follow-up at the secondary analysis at 30 days?

DR. SAX: If I could have slide 323 please? 0.8

percent in each treatment group, And then at 180 days

slightly more patients were lost to follow-up in the

Tirofiban plus heparin group.

DR. PACKER: Okay. Lem, this has been an issue

that you have raised in the past. Do you have any comment

on this?

DR. MOYE: Without anything particularly pertinent

because of the analysis time. The primary endpoint has an

analysis time of seven days. At seven days you have no loss

to follow-up. Any kind of adjustment that would be done for

the other follow-ups would just really be academic?

DR. SAX: Right . Because we do not know what

*
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alpha to assign to them.

I guess the last question is a philosophical one

but is important to the committee, which the committee I

think will probably discuss in more detail during the

questions. I think that it will be important to find out

the sponsors view on this. This committee has seen and I

guess will continue to see trials of antiplatelet drugs in

patients with unstable angina whose primary endpoint is

defined in a different way than in PRISM-PLUS and defined at

a different time than in PRISM-PLUS. For example, we have

seen trials where the primary end point is death in MI at 30

days. In PRISM-PLUS, the primary end point is death, MI,

and refractory ischemia at seven days. Can you outline the

sponsor’s thinking as to why they would not have chosen a

more objective analysis at a more distant and potentially

more clinically-relevant time point?

DR. SAX: We believed, based on the drug that we

were studying, that this drug would affect thrombotic events

close to the time of presentation where thrombosis needs to

be stabilized and, again, the fibrinolytic process for clot

needs to be allowed to takes its effect. We believe that

the drug would work to prevent early events.

The trials were designed to demonstrate that.

PRISM specifically as we have discussed was specifically

designed to demonstrate that. But that is true of PRISM-
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PLUS and it is also, as I will show YOU, true of RESTORE.

If you look -- I would like not to speculate or

offer guidance. I know that there is a question related to

that . But , if you look at where the drug is working in all

of the trials here, as well as other trials that have come

before the committee related to angioplasty or other events,

what this particular class of agents is doing is exerting an

antiplatelet effect preventing platelet aggregation and

reducing early events.

What you are seeing with the shape of all of the

curves which I am cognizant of what the committee has seen,

is that early separation of events related to the acute

effect and then maintenance of the effect to show

consistency, to show that the drug is not hurting the

patients down the line, but maintenance of curves that move

essentially in parallel long-term. We were looking at the

drug effect. We wanted to show the drug affected early

events and that the drug had a consistent effect --

sustained benefit long-term. That is what we have

demonstrated.

DR. PACKER: I appreciate that. I think that what

you just said is very, very important. Most of the -- I

think that there is a consistency across the -- data across

all trials with all anti-platelet drugs that the effects

appear to be, in part, time dependent. That is, the
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majority of the separation, what really gives you the

treatment effect is something which occurs early and one

then follows at your own peril, sort of hoping that the

effect sort of hangs on for as long as you can during the

course of follow-up. We have already seen that drugs like

this can have a pretty dramatic effect on refractory

ischemias which drove the endpoint in PRISM. So, again, the

question is really a philosophical one.

We need to be careful on the principle of fairness

that obviously the earlier you go and the more you include

recurrent ischemic events the more likely you are to put

your bar that represents a win lower and more easier to

achieve. And the harder the endpoints and the longer you go

the bar becomes higher and harder to achieve. What I would

like to know is does that bother you?

DR. SAX: I think that there are issues -- you are

asking me to speculate -- but I think that there are issues

related to trial design and then related to looking at the

consistency of data and the sustained benefit. i think that

one needs to look at drug effects where the drugs are

working. I think that the issues that you are going to

raise are going to become somewhat apparent as we discuss

RESTORE. But one can certainly choose endpoints, even long-

term endpoints that are designed in such a way to really

reflect early ischemic events. But I think that in terms of

*
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looking at a short-acting intravenous agent to effect an

acute syndrome, it is appropriate to look at the time points

of which the drug are active and then ensure consistency of

effect long-term. That is the way that these trials were

designed.

The trials were also designed in a way to have a

protocol of medical stabilization to look at that,

angiography to look at the components of the various phases

of the treatment of unstable angina. So the whole program

broke those apart. In some ways, the design of the trials

was, therefore, designed to decrease heterogeneity but also

to look at specific components of the drug effect and to

really understand how the drug worked. There are other

approaches to do this. But I think, again, one needs to

look at the drug effect for the treatment of what one

intends to use the drug for.

DR. LIPICKY: Just to stick with the same topic, I

think I would like to ask Milton’s question in a slight

different way. So let’s say there is a terrific drug effect

early but it does not matter at 30 days, so you draw these

nice curves that look like they are parallel. But what is

the quantitation that I should in fact be reassured? That

is they look parallel, they look like they are the same

distance apart, the P values for those curves certainly are

not impressive. How does one have reassurance that this

8
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apparently large effect early has any meaning for any period

of time at all?

I think these are different trials. And to look

to be assured that the drug works in the way that you would

expect from its biology and that maintains its benefit and

has an appropriate safety profile.

DR. KING: I am Dr. Spencer King. I am from Emory

University. I was the Chairman of the Steering

for the RESTORE Trial which we have not come to

spent a lot of time thinking about this initial

Committee

yet . But we

effect and

the long-term effect for all of these trials. And the thing

that has been evident to us, of course, are the events that

are defined continue to accumulate. As the years go by, we

get more and more events. So the relative difference, of

course, gets smaller, and smaller, and the P value goes

away.

The real thing that I have been interested in is

if we can prevent acute complications of whatever the events

are early. Then we want to make sure that the absolute

difference is sustained over time, indicating that there is

no adverse accumulation of events. But the therapy that is

being given is to effect the platelet-mediated thrombosis

that is happening in the early phase. It is not affecting

progression of coronary disease, re-narrowing after

angioplasty, death from cancer, automobile accidents, or
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whatever happens long-term. But we should see the relative

difference in those events sustained over years. But we do

not anticipate, if you measure the effect of an acute

intervention at a far distant time point that you would --

that that would be an appropriate analysis.

DR. LIPICKY: It is sort of in the eye of the

beholder, that is what should I do put a ruler down on those

Kaplan-Meier curves and measure the distance between them

and then if it looks like there is a millimeter difference I

say, oops, that is not quite right? I must admit when I

look at the curves I am not reassured. When I look at the

quantitation that goes with the curves that does not

reassure me anymore, although it is consistent with this

difference being preserved. I am just looking for what you

are offering that in fact the interpretation that it is is

the correct one.

DR. KING: Well, the reduction in endpoints from

this class of agents is probably related in part to their

effect and in part to noise that may reflect other things

that can happen to these patients. That difference must be,

if there is a difference during the effect of the drugs then

that probably reflects something that should be measured

with appropriate power with the endpoint with the P value

achieved. Then what I as a clinician would like to see is

that the absolute difference that is achieved during that
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timeframe does not change much over the followup indicating

that no excess events are occurring in the other group. But

I do not anticipate a widening of that effect or really a

narrowing over time.

DR. LIPICKY: But how did you make that

determination looking at the curves that were shown? How

did you actually assure yourself? Did you do something?

Did you measure something? Did you just look and say, oh,

it looks okay? How did you actually convince yourself that

the statement you are making is correct?

DR. KING: The only trial I was involved in was

the RESTORE trial which we will come to. But I became

assured of that in that the absolute difference in events

during the early phase was identical to the absolute

difference in events at six months as it was in some of the

other trials of other drugs in this class, giving me

reassurance that there was not excess -- that the early

benefit of the drugs was not -- did not degenerate late

because of some other events in the treatment group.

DR. PACKER: Jeff .

DR. BORER: I do not think that we ought to get

too hung up on this issue of when did they look for the

following reason. I do not think that there is any

arbitrary time that we can determine that one should look at

these data to know whether the effect is important or not.

.. . .
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In fact, what you want to do clinically is get to the next

step, salvage the patient so that you can get to the

definitive step, whatever that may be. Of course, that is

always changing as new techniques develop. For that reason

I liked what the sponsors did here. They looked at an

overall patient management approach.

Now, having done that, we could cavil about

whether seven days was the time to really do the analysis or

30 days was really the time to do the analysis. And that

might be important were it not fir the fact that if you look

at the data over time they are consistent, at least for

PRISM-PLUS they are. Overall, it looks like people did

better for seven days, certainly for 30 days maybe, for 180

days or whatever. So we may say that the data from all of

the trials are not sufficiently consistent so that we can

suggest that the drug should be approved. That is a

separate issue and we have not come to that. But I am not

sure that that it is appropriate for us to try and set a

time point at which the analysis would have been

appropriate. The real question is did we get them the next

therapy because therapy is so complex. Did we manage the

patient overall in the appropriate way? I think that that

is the way we have to frame the question. That is sort of

the way the sponsor has presented it to us from PRISM-PLUS

at least. DR. PACKER: Jeff, my question one was

.,
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primarily a

development

more philosophical overall issue in the

of all drugs in this therapy category for
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acute

coronary syndromes. Of course, although I would agree with

you that the internal consistency of the data in PRISM-PLUS

is very reassuring, the selection of a time point for

analysis happens to be a particularly critical one for the

other two trials involved in this particular application.

I think that what we have heard from the sponsor

not only today but also in the way that the protocols were

designed is that they did actually believe that 30-day

follow-up was important. It was a secondary analysis in

PRISM-PLUS, primary analysis in restore. It has been used

in other trials as a primary analysis. I think that there

is a general consensus which I think that the sponsors also

agrees with that objective events which are irreversible,

are easier to interpret than events which -- endpoints which

include recurrent ischemic events.

I am more concerned about the way that the

deliberations of the committee provide perverse incentives

to design our future trials. We have talked about that when

we talked about Taso Sarton and the sampling of blood for

liver function abnormalities. Again, the signal

emerges from this, not a treatment signal, but a

signal is that, unless -- YOU know, depending on

which

design

how we

deliberate, it would be sort of foolish for a sponsor right

s
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now not to include recurrent ischemic events and to specify

analysis that was as early as they could justify.

If I were in the audience right now doing a trial

with a IIb/IIIa antagonist and I have death and MI at 30

days at my primary endpoint I would rush out right now, get

an emergency meeting with the steering committee and change

it. Would you agree with that?

DR. KONSTAM: I think that that would only be true

if the drug worked. That is to say if the presumption is

that the drug is working in the acute setting and,

therefore, you are likely to see a significant effect early

then what you are saying is right. But that is the

presumption that the drug is doing what it set out to do.

And then the flip side of that is if it does what it set out

to do then I think that what you have heard a number of

people say is that we would like to be reassured that it

does not go back on that over the long-term. If the drug

does not do what it is supposed to do acutely when it is

being given, then it does not help to look at an early

endpoint.

DR. PACKER: Yes, but, Marv, the Committee lives

in a matter that it only sees the NDAs of the drugs that the

sponsors think work. There is an enormous selection bias

here.

DR. TEMPLE: There is more than one potential good

*
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here . If every trial has to overcome the fact that the drug

only works for 48 hours and has to show the effect hangs on

and if you only count death and MIs, then every trial has to

be pursuit size. It has to be 20,000. That means that you

are going to have much less information on such other

interesting question as dose response, interactions with

heparin and all kinds of other things. So you pay a price

for having to do trials, having to do mega-trials to get

every answer.

If it is reasonable to think that the effect of an

acute intervention is reasonably accessible at seven days or

something like that, and that is not a crazy thing to do, it

is not clearly a loss for society if you allow people to do

that . It is not an inherent good to make every trial as

large as possible. The question is whether that is

reasonable.

Again, I guess you cannot talk about it, but there

is an ongoing analysis of basically all of these trials. A

hundred percent of them that involve short-term

interventions showed that most of the effect occurs early

and that after that, as you dwindle down to 30 days, there

is not any catch-up, but you continue to accumulate events

that are, for obvious reasons, not influenced by the 48-hour

intervention. So it is not self-evident that the longest

duration is the best. They are asking somewhat different
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questions.
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one possible approach to these analyses is to look

relatively early and then ask a different question, a

secondary question, if you like, about whether there is a

worrisome tendency to catch up. Now , the power to answer

that question is going to be very small. Maybe Ray’s

suggestion that you put a ruler on it is the best you

do. But it is not a crazy approach for a 48-hour

intervention.

can

DR. LIPICKY: But I do think that Milt was asking

that that judgement be made. That is that it could be

because it is not self-evident that something that works for

a few hours and has no impact 30 days later at all is in

fact useful, and that the judgment needs to be made that you

are comfortable in making judgments for 72 yours and not

knowing very precisely what happens

DR. PACKER: No impact is

description. You are talking about

at 30 days,

not a correct

P values. You are not

talking about impact. If you have a delta of 30 days at 48

hours and you have a persistent delta at 30 days, but you

have now accumulated enough events so that the nominal

significance disappears, that is not the same as saying no

impact .

DR. LIPICKY: Well, but, no, I understand. But

the problem is knowing that that is true. At the moment, no

*
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one has given me a quantitative way of determining that.

DR. TEMPLE: No. That is a legitimate question.

May I make a suggestion actually? I am writing a memo to

you to propose this as we sit here. There is actually a lot

of data on this point. There is in fact a meta-analysis on

its way to the publisher. It might be reasonable for the

committee to take a look at all of the available data on

these acute interventions. There is quite a number of them

now in place both IIb/IIIa inhibitors and others, and look

that whole question over with data in-hand. Because there

have got to be 12-13 studies now.

DR. PACKER: Dan, did you want to --

DR. RODEN: I guess one difficulty with looking at

30-day or 180-day endpoints which goes without saying but it

needs to be said, is that the further you get from the

controlled randomization situation the less control you have

over all of those other things that happen to patients.

So, while I have some sympathy for Ray’s view that

who cares what happens at two days because we really want

people to live longer -- in fact, for an acute intervention,

the next step in the acute intervention is very institution

and operator-dependent . And so looking at 30-day or 180-day

outcomes, unless they are highly or tightly controlled may

be pretty misleading.

I like Bob’s idea of reviewing all of these

. . . . . ,., !,.-.
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interventions of which we -- I mean, it seems to me at each

one of the last three or four meetings we have had at least

one intervention for unstable angina. I would like to have

some sense of how to go about thinking about all of them

together.

DR. PACKER: John, please go.

DR. DiMARCO: From my point of view, it is just a

question of does the drug do what it says it is going to do

which, in this case, is decreased ischemia in the first 48

hours or some short time period?

I think that the secondary question is how

important is that in the long-term management of the

patient? It does not really relate to what the drug does,

but it may influence you whether you feel obligated to use

this drug in a clinical situation.

DR. PACKER: These issues are quite complex. The

committee actually is asked to consider this in a more

philosophical sense in its series of questions both with

respect to the inclusion of refractory ischemia as part of

the endpoint. I think that also, of course, one can expand

that to the issue of when one analyzes the data.

Let’s put a book mark here and go on to RESTORE.

Agenda Item: RESTORE Trial

DR. SAX: In fact, the RESTORE trial will address

some of these issues as well.
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RESTORE was designed to study Tirofiban when

initiated later in the treatment paradigm for unstable

angina, namely after coronary anatomy had been defined and a

decision had been made to treat the patient with an

angioplasty. And then Tirofiban was initiated at the time

of the procedure.

The primary hypothesis for RESTORE was that

Tirofiban initiated at the time of a PTC or atherectomy will

reduce the composite endpoint of repeat revascularization

due to ischemia, stent placement used for abrupt closure,

new myocardial infarction and the count of deaths of any

cause compared to placebo and all patients received heparin

and aspirin. The time of the primary endpoint was at 30

days, in keeping with the other trials in this field.

Note that, in this study, unlike other angioplasty

trials that the committee has seen, we counted all

revascularizations due to ischemia, not just those due to

urgent procedures.

As shown here, drug was initiated in the

catheterization laboratory at the time of angioplasty once a

guide wire had been placed across the lesion that was to

have the procedure. Therefore, unlike PRISM-PLUS, there was

no pretreatment period in this study. Randomization of

study drug initiated occurred after the stenosis had been

crossed by the guide wire.
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the catheterization laboratory,

micrograms per kilogram infused
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the drug was initiated in

we used a bolus of 10

over three minutes and then

followed this with a maintenance infusion of 0.15 micrograms

per kilogram per minute. Now , notice here that the higher

infusion regimen was used because by protocol we have

expected the investigators to stop heparin after the

procedure and to remove sheaths and continue on Tirofiban

alone in an attempt to decrease bleeding complications.

The study had two prespecified analyses at day two

and at day seven. But , as I have mentioned, the primary

endpoint of the study was at 30 days and we did follow

patients long-term to six months.

. As was the case with the other two studies, the

study was conducted under the auspices of an independent

data safety monitoring board. There were two planned

interim efficacy analyses. As a result of this the critical

P value for the trial was set at 0.047. The primary

efficacy analysis of this trial was an all patients treated

analysis. So that only patients who actually underwent the

procedure and received study drug are included.

The trial had a somewhat broader population of

patients with acute coronary ischemic syndromes than the

other two trials and included not only patients who

presented with unstable angina and non-Q-wave MI, but also

*
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patients who presented with Q-wave infarctions. Patients

had to have symptoms, but they could enter the trial within

72 hours of clinical presentation. These patients were also

at high risk for clinical events based on the fact that they

had to have documented electrocardiographic evidence of

ischemia or elevated cardiac enzymes, or had to have

thrombus present on

the

the

but

study .

The slide

RESTORE study.

the angiogram prior to being included in

just shows the baseline demographics for

The population is very slightly younger,

a comparable age to the PRISM and PRISM-PLUS studies.

About a little over of a quarter of the population was

female, primarily Caucasian and, again, comparable histories

of diabetes, hypertension, hypercholesterolemia.

You will see that about two-thirds of the

population had unstable angina. About a third of the

population as enrolled with infarction. This included seven

percent of the population who underwent angioplasty for

treatment of primary Q-wave infarction,

Now, let me show you the results of the RESTORE

trial. Shown here is the time to event curve for the

primary endpoint of restore which was at 30 days. As yOU

can see at the time of the primary endpoint as specified,

the trial was not statistically-significant. What you see

is that the event rate in the placebo group went from 12.2

*
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percent to 10.3 percent in patients with treated -- patients

treated with Tirofiban. And, again, everyone received

heparin and aspirin. This represents about a 17 percent

odds reduction and, again, was not statistically

significant .

The components of the composite endpoint, as I

have described them however did trend in the proper

direction.

Now , recognizing, again, that the primary endpoint

of the trial was not statistically significant, we did look

at the earlier event rates as it was specified in our data

analysis plan, this being at two days and at seven days.

At two days there was a 40 percent odds reduction

in clinical events. This

days. This is consistent

benefit was

with a drug

effect of reducing thrombosis-related

maintained to seven

that has a potent

events early after

revascularization, suggesting that the drug was preventing

events related to thrombotic complications following the

procedure. But after seven days, as you will see, the

difference between the curves narrows somewhat. This, as it

turned out, was due to an accrual of non-urgent

revascularization procedures.

So to further look at the difference in endpoints

in this trial compared with other trials in the field, we

performed a post-hoc analysis of the composite endpoint

●
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counting only medically-urgent revascularization events as

part of the composite as opposed to all revascularization

events due to ischemia as specified by the protocol.

These events were adjudicated in a blinded manner

by the endpoint committee. This is the time to event curve

for that analysis of the composite endpoint which includes

only urgent revascularizations . What you can see is that

the curves separate early. But after seven days the curves

remain flat and virtually parallel.

This suggests that there is very little accrual of

additional events after the first few days after the

angioplasty.

Using this composite endpoint, the findings are

consistent with what has been seen with other IIb/IIIa

agents in the setting of angioplasty. I would be glad to

discuss this further and the implications of the choice of

endpoints at the end of the presentation.

so, now let me turn to the long-term prespecified

follow-up for RESTORE at six months. Shown here are the

six-month data for the restore trial for the composite

endpoints again of all revascularizations, myocardial

infarction and death. The absolute difference seen at seven

days, 2.8 percent, was maintained at six months, although

the trial was not statistically significant at the six-month

time period. Again, this is consistent with the drug that

s
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reduces very early events due to the effect on platelets and

thrombosis with maintenance of this benefit to six months.

So let me briefly summarize RESTORE. The study

design may not have allowed us to show an effect

convincingly at the 30-day primary endpoint which included

all revascularizations, there was clear evidence for the

ability of the drug to reduce events early after the

angioplasty. The findings are supportive, again, with the

findings that were seen in the angioplasty population in

PRISM-PLUS of the use of Tirofiban in patients who require

angioplasty as part of their overall management strategy.

DR. PACKER: In our traditional way, we will pause

and ask the committee if there are any questions about

RESTORE. Dan, if you have any, Udho?

Agenda Item: Questions and Answers

DR. THADANI: I think that there are several

issues which emerge from this trial. We heard that your

drug is very effective. You block all of the platelets.

And yet, in this trial, A, you elected -- rather than seven-

day, you elected a 30-day endpoint for whatever reason, you

know, showing the differences. And you were not able to

show a difference. There is no statistical significance at

30 days. The data you showed was not significant. And yet

we can always do statistics to show some different -- some

time point. I am very sympathetic towards you that there is

—..
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some effect at seven days. As a clinician, if I am looking

at ischemia or something I want to make sure that the

patient at one month or even in post-MI trials would look at

one month of mortality. If I am not benefiting him, am I

doing something? So it is not -- I think it is the overall

issue in all of the trials. What I am having difficulty

here with is you are treating 2,600 patients, and you have

really not shown a major benefit. Yet, in PRISM-PLUS, we

saw a very clear-cut everywhere. Are the patient

populations so different? Are we doing something wrong?

Perhaps you could also argue that the reason you are not

showing a difference, I am just suggesting that you did not

treat the patient before-hand which may be very beneficial

before you start interviewing the patients. I would like

your comments on that.

DR. SAX: Yes. I am going to ask Dr. King to

comment as well. I think that your hypothesis about pre-

treatment is one potential hypothesis, but I would like to

suggest another potential explanation which has not to do

with the drug effect but the choice of clinical endpoints

and the choice of trial design.

If I could just show slide 101 and then just very

briefly show a couple of slides? This, again, was the

primary analysis that, again, shows the narrowing of the

curves between seven days and 15 days. But there are some
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differences here, as I have mentioned, between what we chose

-- and Dr. King will comment about this as well -- as our

primary endpoint for 30 days and what has been done with

other trials in this field.

Our trials, as with other trials, counted deaths

due to any cause, non-fatal infarctions, and we also counted

use of stents which has, of course, increased wince the

early 1990s. But the difference here is whether one counts

recurrent revascularization due to recurrent ischemia, in

other words, revascularization for symptoms or just urgent

or emergent angioplasties.

This is what happens if

angioplasties . You see this very

you just count the urgent

rapid separation of the

curves in this trial. And then, again, as I have mentioned,

the curves remain flat. There was a very significant

reduction in urgent angioplasties. But what you are doing

is really counting just procedures which occur from the time

of angioplasty for the next four to five days around the

time of the angioplasty.

The same is true if you count infarctions. I

know, Dr. Thadani, this has been an issue for you. In this

study, we used a rule-out infarction protocol. We did not

screen serially for CPKS. But whether you screen serially

for CPKS, as has been done at other trials, or use a rule-

out in my protocol as we did here, again, the events occur

*
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very early with a slight accrual of events, and then stay

virtually parallel. So, if you use urgent revascularization

as an endpoint and you use CPK screening as an endpoint,

what you are doing, even if you are counting events of 30

days is really just counting events that occur in this early’

period.

By the way, I just want to point out that the CPKS

that we were picking Up in this or worse, significant MI’s,

I think, Dr. Pins, you had a question about that for the

other trials, but that is true for this trial.

Now , the interesting point about this is that if

you look at non-urgent revascularizations that are occurring

late between seven days and approximately 15 days, things go

in the wrong direction, slightly in the wrong direction -- a

high rate of non-urgent revascularization for Tirofiban

versus placebo. But that effect is exactly what has been

seen in the other IIb/IIIa trials. This is the EPIC Trial

and the EPILOG Trials. And you will see if you look at non-

urgent revascularizations both for angioplasty, there was a

high rate of non-urgent revascularization, the 6MF plus

bolus and infusion group, and a high non-urgent cabbage.

And I do not have the data -- I have not seen the data for

the 30 days for the EPILOG Trial. But you will also see the

non-urgent revascularizations at six months also went in the

wrong direction between either the SM Abbott fusions and the

.
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placebo group.

So I think that what you are seeing is that these

events are reducing -- these drugs are reducing urgent

revascularizations, they are very potent at reducing

infarctions that are occurring around the time of

angioplasty. But I think, as Dr. Roden pointed out, the

accrual of other events subsequent represents some noises.

That is why we were not seeing events -- the statistical

difference at 30 days the way that we specified the

protocol.

DR. THADANI: So what you are really saying is

urgent revascularization.

DR. SAX: Yes.

DR. THADANI: Because you have already done one

vascularization.

DR. SAX: Right . Urgent repeat revascularization.

DR. THA.DANI: Repeat revascularization. I knew

that that has to be emphasized.

DR. KING: I would just say that the Steering

Committee must take some responsibility for the endpoint.

You asked why we had this endpoint. There was a feeling of

this Steering Committee that it should be clinically

relevant as possible without much thought toward the drug

action frankly. So, the 30-day endpoint was picked because

that is a common endpoint for all kinds of things that just
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seemed like a good number.

The revascularization for any ischemia seemed to

be an event that we would say is an event that you would not

like to have. So we did not specify for urgent which would

drive events more related to this drug.

And the third thing is that we wanted to see

clinically-relevant infarctions so we did not specify CK

sampling at frequent intervals, only a CK driven by clinical

events or a CK at the end of the 36-hour infusion.

So I must take some of the responsibility for the

Steering Committee being more interested in the clinical

endpoints some of which probably are not best tied to the

effect of the drug.

DR. PACKER: But , Spencer, you have essentially I

think hit the nail on the head and have crystallized

beautifully in what you just said the dilemma that was

outlined in the previous discussion period. Because, on the

one hand, one would like to look at a clinically-relevant

time, and on the other hand, one would like to look at a

point in time when the drug is exerting its effect. One has

no problem with those time points are identical. The

dilemma that exists is when there is an either perception or

a strong body of evidence to suggest that those two time

points are not identical. I think that everyone here agrees

with you. When you look at 30 days that seems like a

.,. .
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clinically-relevant time point. But , depending on how you

define the primary endpoint and to what degree of catch-up

you have from an early effect, you may or may not hit a P

value at the clinically-relevant time point. So the

motivation is to look not at the clinically-relevant time

points but to look at the time point where you might see an

effect . It is sort of like the old story about why someone

who lost a watch over there is looking here because that is

where the light is. That is a problem.

DR. KING: I think that the time point is

interesting. I do not know what the clinically-relevant

time point is. As I say, 30 days is sort of picked up from

surgical literature and other things. That is one issue,

the clinically-relevant time. The other issue, however, is

the drug effect relevant endpoints.

In this study, I thin that it is contaminated with

some non-drug relevant endpoint such as non-urgent

revascularization. So when we try to make comparisons to

understand drug effect, we are trying to understand the

various different drugs, we have to appreciate the different

adjudication procedures.

DR. THADANI: I think that before you leave you

made an important point that CPK or MBs were not collected

serially. It was driven by a clinical endpoint. The

patient had chest pain. Now , we know if you did CPKS every

b
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eight hours post-angioplasty, depending on when people

change criterias, two times, three times, or whatever you

want to define it, the infarct rate even silent is there.

It may be eight percent, 10 percent. That could have driven

your numbers totally different than what you are seeing

here . I think that that is the problem with all of what we

are seeing with the IIb/IIIa’s, or heparin, or whatever. It

is very difficult to come to grips if what one is seeing are

different things. So, if you really want to look at the

infarct post-intervention, I think that it is absolutely

mandated that you at least should have three CPKS for 24

hours whether the patient has symptoms or not because,

otherwise, the patients are going home 12 hours later. Some

go home three days later. So I am not sure. you could

argue that it should happen in both limbs. But , in the

absence of data it becomes -- even the enzyme-determined MI

becomes a softer endpoint as opposed to Q-wave MIs. So the

question is what about Q-wave MIs? I realize that some

patients had Q-wave MIs in the study. Those with non-Q-wave

MIs, unstable angina, is there a difference in Q-wave MIs

say at day seven or 30 days and forgetting about the enzymes

which is not enough data in here.

DR. SAX: We do not have the breakdown of the Q-

wave versus non-W-wave MIs.

DR. KING: Could I address that part about the CK

,... . . . . .
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sampling? You are quite correct. I mean, if we look at 11

of the studies that have been done where sampling has been

Q8 hours, the rate is eight to 10 percent of something. In

this study it is about five percent.

The more endpoints there that are sampled, the

greater the opportunity in this endpoint to see a

difference. So this is another issue that is relevant to

these kinds of studies that goes along with the time.

DR. THADANI: If your drug is effective, you

should do more sampling. You should be able to show more of

a difference because your hypothesis is going to prevent

acute complications. So one would hope that it reduces the

infarct -- you should look more often.

DR. KING: The clinical question present at the

beginning of this trial which remains is the future

prognostic value of the small CK risers which is still

unclear.

DR. PACKER: Dr. Throckmorton, who is the FDA

reviewer for Tirofiban.

DR. THROCKMORTON: I just had a small question.

You showed your PRISM-PLUS data for the angiographic subset.

I wondered if you wanted to comment on the longer-term

protocol-specified substudy in RESTORE for the re-

angiographics?

DR. SAX: Sure . I would be glad to do that.
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There was a sub-study in RESTORE specifically to look at a

question that was important at the time that the study was

conducted as to whether the IIb/IIIa agents could affect

restenosis. So we did an angiographic substudy in patients

at specified centers where the centers agreed to perform a

second catheterization at six months to look at the question

of whether there was an impact on restenosis. The second

films were sent to a core laboratory for quantitative

angiography and restenosis was assessed in a number of

different ways. In the interest of time I am not going to

go through the details. But the bottom line is that we

could not find by any measure that we looked at an impact of

the IIb/IIIa agent, Tirofiban, on restenosis.

DR. PACKER: Marv?

DR. KONSTAM: I just wanted to make another

comment or two about the endpoint timing issue. Actually, I

am not at all enamored with the 30-day time point either

because if the purpose were really to say have we

significantly altered the natural history for this patient,

really, we would like to go at the six months or a year

routinely. And the 30 days is in fact not all that

exciting. So why don’t we just do all of these studies at a

year. I think that the reason that we do not do them all at

a year is because, as we have been saying, you know, there

is a lot of other noise entering in as you go through and,

*
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the effect and you have to do

Now , maybe we should do that.

and harder,

bigger, and

But , if we
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and harder to show

bigger trials.

do not want to do

that, then we are reduced to saying, well, what can we

impute from the studies that we can do?

My own feeling about it is that I am pretty

satisfied with looking at 48 hours or 24 hours in a drug

where that is the time course where I expect the drug to

act, as long as I am pretty convinced by everything that

what we are not seeing is simply a shift in the kinetics of

the events, and that is to say that is what is really going

on is the reason we are seeing fewer events at 24 or 48

hours is because we have just delayed the events a few days

or a few weeks. I do not know how we are ever going to

completely know that without looking at a year. But I think

that as the -- and this is I think Bob’s point, that as the

entirety of the data start rolling out, as we start seeing

all of these studies, as we start seeing all of these

curves, I begin to get fairly reassured that what we are

seeing at 48 hours is not simply a shift in the kinetics of

events, but actually represents the drug doing something

good, you know, while it is being administered. So that is

my comment.

DR. PACKER: Ray.

DR. LIPICKY: Just one quick one. It strikes me

*
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that it would be okay to view this as a drug effect that

occurs early and one looks where the light is because that

is where the light is. What one wants to be assured of is

that something bad does not happen later. It is how you can

be sure of that that has not been very well defined at the

moment . But it is not much different than blood pressure.

DR. PACKER: I think --

DR. LIPICKY: I take that back.

DR. PACKER: I do not think that we should talk

about that.

[Laughter.]

DR. PACKER: It will -- another time, another day.

Okay. Just one statement. A lot of -- I guess

that this has been conventionally referred to, that is

RESTORE, as a PTCA trial. In all fairness, this is an

unstable angina/non-Q-wave MI trial in which all patients

happen to have PTCA. The timing of the intervention was

dictated by the procedure.

DR. SAX: This is a trial of patients with acute

coronary ischemic syndromes, unstable angina, non-Q-wave,

and Q-wave infarction who underwent angioplasty.

DR. PACKER: Okay. Bob?

DR. TEMPLE: Can I ask the sponsor what you think

RESTORE supports?

DR. SAX: We believe that the RESTORE trial
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supports the use of the drug in the setting of angioplasty.

DR. PACKER: I could not hear you. Sorry.

DR. SAX: I am sorry. We believe that the RESTORE

trial supports the use of the drug in the setting of

angioplasty.

DR. PACKER: Okay. We will hold that for a moment

and ask you to continue with -- Dr. Sax, why don’t you

continue all of the way to the end.

Agenda Item: Drug Safety

DR. SAX: I am actually just now going to briefly

review the safety for the drug. Let me discuss the three

aspects of safety, bleeding complications, thrombocytopenia,

and non-bleeding adverse events. The main concern with an

anti-platelet agent especially when used in combination with

an anti-thrombin such as heparin of course will be bleeding.

Overall, in the program there was an increased risk of

bleeding events when Tirofiban, especially when Tirofiban

was added to heparin. But the vast majority of these

events, which were meticulously documented, I might add,

were either oozing or mild bleeding primarily at the

catheterization site or mucocutaneous sites. The latter is

what one would expect from a potent anti-platelet agent.

By definition, the way that the bleeding events

were defined, these events, these mild events and oozing

events were not considered to be clinically significant.
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Let me turn now and show you the major bleeding events for

the unstable angina trials first.

First, the PRISM trial which provides a good

estimation of bleeding for the drug alone, as well as I

might add, the overall safety of the drug alone.

Because PRISM did not include procedures and

focused on medical stabilization, the overall rate of major

bleeding was quite low, 0.4 percent for TIMI major bleeding

in the Tirofiban and the same rate, 0.4 percent, in the

heparin group. In particular, there was a low rate of

intracranial hemorrhages, which was 0.1 percent in each

group.

TIMI minor bleeding in the study was also low, two

percent, and 1.9 percent, and so essentially comparable

between the two treatment groups.

There was a low rate of transfusion, 1.9 percent

versus 1.2 percent, representing overall an excess rate of

transfusion of only 0.7 percent in patients receiving

Tirofiban alone.

Now , PRISM-PLUS, as you recall, was the study

where patients received Tirofiban plus heparin. And yOU

will recall, again, that 90 percent of these patients

underwent angiography and also that the drug was given for

on average for three days. Even after this continuous

infusion, the rate of major bleeding was low, 1.4 percent in

*
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the Tirofiban plus heparin group, versus 0.8 percent

representing only a 0.6 percent excess of major bleeding.

There were no intracranial hemorrhages in the study.

There was a slight increase in TIMI minor

bleeding, 10.5 percent, versus eight percent. But this

translated only into a 1.2 percent excess of transfusions

over the course of the study period in patients receiving

combination therapy.

so, if I could summarize this, this represents

about one excess transfusion which is a low rate especially

considering that there were five cardiac ischemic events

prevented at the same time point.

I think that the RESTORE trial was of particular

interest though because this represents the highest dosing

regimen of Tirofiban given with the highest doses of heparin

in the setting of an arterial puncture. Even in this

setting, the rates of major bleeding are quite low, 2.2

percent in the patients receiving Tirofiban plus heparin,

versus 1.6 percent, an excess rate of 0.6 percent, and the

rates of intracranial hemorrhage in the study. This

represents one patient. We are also quite low and very much

in keeping with what has been seen in these types of studies

with other agents.

There was a higher rate of TIMI minor bleeding, 12

percent versus 6.3 percent. But , again, the excess rate of

I
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transfusion was only 1.6 percent in this setting of high

doses of heparin and the dose of Tirofiban with arterial

punctures.

So I think that one can say that overall, even

with this regimen, the drug was generally safe with only a

modest excess of bleeding that required transfusion. I

think, again, that these data support the use of the drug in

the setting of angioplasty.

Let me turn now to thrombocytopenia, which has

been reported with all of the IIb/IIIa agents as well as

with heparin. The rates of thrombocytopenia defined in this

program as rates of less than 90,000 platelets per

millimeter squared were quite low

Tirofiban -- 1.1 percent in PRISM

PLUS , and 1.1 percent in RESTORE.

looks at these numbers only a 0.6

for patients treated with

and 1.8 percent in PRISM-

This represents when one

percent excess of

thrombocytopenia versus heparin which, as I mentioned, has

its own known rate of thrombocytopenia.

In all of these cases of thrombocytopenia, the

thrombocytopenia resolved within four to six days after

cessation of the study drug and occurred without any major

clinical sequelae. In cases of moderate thrombocytopenia

defined as less than 50,000 or severe thrombocytopenia

defined as less than 20,000, you can see that the overall

rates of thrombocytopenia were quite low. In fact, for

e
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patients less than 20,000, there were only five patients in

the entire program who will reach this level, and all of

these patients recovered from their thrombocytopenia within

four to six days of stopping the study drug without any

major clinical sequelae.

Late thrombocytopenia that was related to the

study drug was not apparent in the program.

Finally, with respect to safety, there were no

major differences between the groups in the overall rates of

non-bleeding adverse experiences, drug-related, non-bleeding

adverse experiences, discontinuations due to non-bleeding

adverse experiences, and serious non-bleeding adverse

experiences.

These findings suggest that the drug was generally

well-tolerated with the only important drug-related adverse

experiences being the bleeding at a very low rate of

thrombocytopenia. Again, the low rates of major bleeding

and the low excess rate of transfusions over standard care,

in light of the reduction of cardiac morbidity we believe

equates to an acceptable benefit-risk profile for the

treatment of patients with unstable angina, non-Q-wave

infarction.

so, let me summarize the clinical program by

saying that we have studied the efficacy and safety of

Tirofiban in over 3,800 patients who actually were treated

..
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with the drug. Through medical stabilization as part of the

overall treatment strategy and through angioplasty a drug

effect could be demonstrated with an acceptable safety

profile.

The key conclusions of the program are as follows.

First, the PRISM-PLUS study I think convincingly shows that

the combination of Tirofiban with heparin reduces cardiac

ischemic events, especially myocardial infarction even

before procedures take place.

The finding of a clinical benefit before

procedures is supported by a reduction of thrombus burden

linking the pathophysiology with clinical outcomes.

Importantly, as the drug is continued through a treatment

strategy which includes angiography and angioplasty, the

benefits of combination therapy for the early management of

unstable angina are clearly evident, including a reduction

of a combined endpoint of myocardial infarction and death.

The results are robust and consistent across

subgroups, including whether or not patients are medically

managed or undergo revascularization.

Finally, these early benefits were maintained

through 30 days and through six months.

Second, the PRISM trial demonstrates that

Tirofiban alone without heparin further reduces early

:3
cardiac ischemic events during the medical stabilization
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period compared to an active control, mainly heparin.

Third, the prospective angioplasty trial RESTORE,

in which Tirofiban plus heparin was initiated at the time of

angioplasty supports the safety and clinical efficacy of

Tirofiban in patients with unstable angina, non-Q-wave MI to

undergo this procedure.

In all of the trials there was a low incidence of

major bleeding even in the setting of invasive procedures

and a low excess rate of transfusions. So, overall,

Tirofiban, in combination with heparin provides both short

and long-term benefit with an acceptable safety profile to

patients with unstable angina, non-Q-wave MI. We believe

the findings of these three trials support the indication we

are seeking which is that Tirofiban, in combination with

heparin is indicated to prevent cardiac ischemic events in

patients with unstable angina, non-Q-wave infarction,

including those patients in whom coronary angiography and

angioplasty or atherectomy are clinically indicated. Thank

you .

Agenda Item: Questions and Answers

DR. PACKER: -y questions from the committee on

this last part of Dr. Sax’s presentation? Udho .

DR. THADANI: I might have missed it. There was,

in one of the trials there was some retroperitoneal

hemorrhages . Was that counted as a major bleeding or minor?
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DR. SAX: Retroperitoneal -- the TIMI

classification does not specify retroperitoneal hemorrhage

specifically as a criteria. But generally the patients who

had retroperitoneal hemorrhages would also have major bleeds

that would be classified in the TIMI classification.

DR. THADANI: Am I right in saying that there were

six and three? I cannot remember off-hand in one of the

trials, wasn’t it, related to --

DR. SAX: Yes. In the RESTORE trial, which was

the only trial where there was a slight excess of

retroperitoneal hemorrhage in PRISM and PRISM-PLUS. The

rates were very low and there was really no excess. In

RESTORE, the rate was 0.6 percent in the Tirofiban plus

heparin group versus 0.3 percent in the heparin placebo

group for retroperitoneal.

DR. THADANI: Was it a Realpro or something?

Because, you know, in the PRISM-PLUS you had a longer

duration of infusion and here is a shorter duration and yet

we are seeing something. Are the procedures different or

other drugs were used? Just curious.

DR. SAX: I am sorry, could you --

DR. THADANI: Was Realpro used more often?

DR. SAX: No. There was no Realpro use in the

RESTORE trial, no.

DR. PACKER: Okay.
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DR. KONSTAM: Rick, in our experience with it with

another, like a protein IIb/IIIa inhibitor, we have seen a

number of cases of pulmonary hemorrhage that might not

readily have been interpreted as such, respirator distress,

abnormal chest x-ray. And then only with time it became

evident or a little bit further investigation it became

evident that the infiltrate represented a pulmonary

hemorrhage. I just wonder if you have anything in your

database to suggest that there might be something similar

going on with Tirofiban?

DR. SAX: We can no that we have not seen that.

DR. MOYE: I have just a hypothetical question for

either Ray or Bob. Let’s say we have two drugs, one is

called Quickstatt, and the other is called Longstatt.

Quickstatt has an efficacy benefit shown at 48 hours, but

not at 30 days. Longstatt shows a benefit at 48 hours and

30 days. Let’s say that everything else is equivalent in

its hypothetical construction. Is there any difference in

labeling. I assume that they are both approved. Is there

any difference in labeling?

DR. LIPICKY: Well, we have come to you with just

that circumstance so that you can tell us what to do.

DR. MOYE: Okay. Thank you.

[Laughter.]

DR. PACKER: That is why they brought us here.
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DR. LIPICKY: I am sorry. Dr. Temple does have

““’%,
_——_- !,

the answer.

[Laughter.]

DR. TEMPLE: I do not have the complete answer,

but they was definitely a big difference in labeling. You

would state what was found in either case. It is possible

that both might be considered approved. Both might be

approved. But the one where the effect held on to 30 days

would be able to say that and the one that did not would not

and would have to describe what occurred. So there would be

a difference even if you thought that both of them could be

approved.

Now , could one of them say that I am better than

you because I did this? That is a trickier question. They

might be able to say that we showed this and no one else has

and things like that. So there can be differences in

labeling and promotion.

A different question is whether they can both be

made available.

DR. PACKER: With that in mind, we are going to

take a 10-minute break.

[Brief recess.]

Agenda Item: Committee Discussion and

Recommendations

DR. PACKER: Tirofiban inhibits the binding of

,-
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fibrinogen to the platelet IIb/IIIa receptor thereby

inhibiting platelet aggregation and clotting. In this

respect, it is similar to -- I have never been able to

pronounce this F5FI (sic). Not bad.

Integrin, which the committee discussed at the

meeting of January 28th. Merck proposes that Tirofiban be

approved for use in combination with heparin to prevent

cardiac ischemic events in patients with acute coronary

syndrome

RESTORE,

and non-Q-wave myocardial infarction.

There are three major clinical trials called

PRISM and PRISM-PLUS. You can read the regimens

used in these trials.

The first question to the committee which we will

ask our primary reviewer to address first, the first

question is do these regimens have the same effect on

platelet aggregation? Dan?

DR. RODEN: I am not sure about the RESTORE

regimen because of the quick but high-dose bolus. The

others, certainly the two PRISM Tirofiban doses have the

same effect. The lower Tirofiban dose I think was a little

bit on the lower end of the dose response curve, but still,

not quite at the flat part, but sort of toward the top of

the flat part.

The bolus I am not sure about and the maintenance

infusions obviously do.

*
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DR. PACKER : I guess we did not actually see any

specific data about the bolus at all. Rather than ask for

that information, we would simply ask the division to

reassure itself that data exists on the bolus to justify the

concept that its platelet -- anti-platelet effects are

similar to the other regimens that have been utilized. Are

there any other comments from the committee?

[No response.]

DR. PACKER: A second question. Can you describe

the time course of platelet aggregation/inhibition when

Tirofiban is administered according to any of these

regimens ?

DR. RODEN: Rapid onset, maintained after rapid

onset .

DR. PACKER: Okay. I do not think that anyone

disagrees with that.

The next questions deal with specific discussions

about the individual trials. The order is PRISM, PRISM-

PLUS , and RESTORE. I am not going to read the description

of these trials. We have already spoken to the issues about

the design endpoints and statistical analyses.

The first series of questions deals with PRISM.

The first question is did all three components of PRISM’s

primary endpoint contribute to its results? Please remember

the primary endpoint in PRISM was death, non-fatal
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myocardial infarction and refractory ischemia within 48

hours of starting the infusion. Dan?

DR. RODEN: Just getting my notes out. The answer

is no. No, no, the combined endpoint in PRISM was the 48-

hour endpoint which was significant to the .014 level. It

is driven almost exclusively -- that is the level of

significance that is driven almost exclusively by recurrent

ischemic events. MIs were -- the P value was .19. And

death at 48 hours was .54.

The MI numbers drifted into the same direction

with the same sort of extent of reduction as the recurrent

ischemic events. There were very few deaths. There were

six versus four, and they were in the wrong direction. If

one wants to take reassurance in small numbers, then the

deaths at 30 days which actually reached statistical

significance were 37 in the Tirofiban group and 59 in the

heparin group for a P value of .021.

DR. PACKER: Okay. Dan is suggestion that, in

fact, most of the driving force for the primary endpoint is

the effect on recurrent ischemia. Does anyone disagree with

that ?

[No response.]

DR. PACKER: Okay. The results of PRISM on the

primary endpoint are listed at the top of page two in the

framed box both at the two days, seven days, and at 30 days.
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please remember the primary time for analysis was at two

days. The committee has already during its deliberations

this morning spoken to a number of issues related to the

analysis of PRISM and I guess particularly the adjudication

of events and a number of these statistical issues that were

discussed.

Taking all of what you heard this morning into

consideration and thinking only of PRISM alone -- and I want

to emphasize both of these points -- putting everything that

you spoke about with PRISM this morning and viewing the

responses of the sponsor, but only considering PRISM, do you

think that the results of PRISM, in terms of its utility in

patients with acute coronary syndromes are: A, probably

attributable to chance, B, plausible, but weaker than those

in the typical successful trial, C, as persuasive as the

findings of a typical successful trial, D, more persuasive

than one trial but less persuasive than two trials, or, E,

as persuasive as two or more typical successful trials?

Now , this is a format that the committee has

utilized before in order to gauge our level of confidence in

the results of a single study. Dan?

DR. RODEN: Just to amplify what my view of the

question is. If we all answered E then we could vote on

approvability now and go home.

DR. PACKER: No.
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DR. RODEN: But we will not. We would still

answer the rest of the questions. Right, no. I understand

that . But that would be the implication of a vote for E. A

vote for A would be that we did not think that the drug did

anything. I find that the results of PRISM are as

persuasive as the findings of a typical successful trial.

DR. PACKER: Okay. Can we have discussion about

it? We are not interested in votes now. We are interested

in a discussion. Udho ?

DR. THADANI: I think a couple of reasons. We

discussed at length, although the primary endpoint is at 48

hours, one will have to attach some significance to day

seven and day 30, which to me is somewhat not reassuring. I

would like to see the benefit to persist at least a week or

30 days. So that lowers my confidence, although the trial

is positive at its primary endpoint or by that. I have got

some reservations on that. Since it is driven primarily by

ischemic endpoints and there is even, if you combine

ischemic endpoint, it is negative at day seven and 30. I

think it is a weaker trial. I am favoring for B rather than

for C for that reason.

DR. PACKER: Jeff?

DR. BORER: Without coming down on a number and a

letter yet, one of the things that I think we have to

consider in dealing with PRISM is what is the comparator?

4
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It is heparin and how we feel and believe about the

importance of this trial and the implications of this trial

depend in part on what we think of the efficacy of heparin.

Heparin is not approved by the FDA for the indication for

which it was used in this trial. Certainly, the data that

would support heparin use are not as rigorously defined as

they would be for an approvable drug which does not mean

that heparin is not any good. You know, there are a lot of

positive data.

When I look at this trial, I see that the study

drug did better than heparin at 48 hours and sort of was

moving in that direction at the later time points. If I.,+,
_=-:\

think that heparin is a reasonable drug than that gives me

some reassurance.

All of that having been said, I think that, as a

single indicator of the efficacy of this drug for patients

with acute coronary syndrome, without additional data, I

would find this plausible but perhaps a little weaker than

those of the typical successful trial because of my lack of

assurance about the comparator, but maybe just a little bit

more than plausible, so between IVb and IVC.

DR. PACKER: Okay. Jeff, just to explore what you

have said, this committee has in the past seen a number of

trials that have been comparative in nature. Sometimes we

know for sure that the comparator works because it is

4
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approved and there is a big database. And then we have seen

trials where there is a comparator that clinicians use which

may or may not work or that it is not approved, and more

importantly that the data supporting its use may not

necessarily be persuasive.

The way that sponsors have handled the first

situation in the past is actually to calculate the treatment

effect and the confidence intervals, and allowing for the

identification or calculation of a putative placebo, which

in this case would be almost impossible to do because the

database is inadequate.

so, I think that what you are saying is that you

are reassured a little bit by the fact that it is a

comparator is something that you feel relatively comfortable

with, but it is impossible to do any calculations based on

that feeling.

DR. BORER: That is absolutely right. More than

that, there is not -- or as a corollary to that, there is

not the large database that I could look to to be absolutely

certain that heparin really is effective in this particular

population, although I think that it is.

DR. PACKER: Jeff, could you clarify that a little

more.

DR. BORER: There is nominal significance early.

That is not against placebo, but against something that may
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well be active. I guess I would have thought to the extent

that we believe heparin is active that would have moved you

down the letter grade, but it moved you back. Why is that?

DR. PACKER: Down the letter grade means a better

letter.

DR. BORER: Moving toward D and not toward B. But

you moved toward B.

DR. PACKER: The question here is the utility of

Tirofiban in patients with acute coronary syndrome. I would

sort of -- I have to interpret that question because I think

that it is not complete. It is the utility of Tirofiban in

patients with acute coronary syndrome for what? If the what

is to get us to the next step, well, YOU know, I think that

we do not have the data here that would support, in a

rigorous way, that we necessarily get to the next step, but

the total patient management is positively impacted by this

therapy. That is not to say that it is not because we have

PRISM-PLUS to look to to ask that question of. But PRISM

alone really does not provide data about that. So, if we

look at PRISM in isolation, yes, it is better than a drug

that I think is active and certainly is not -- there is no

data to suggest that heparin is bad in this situation. So

the fact that it is better than heparin at 48 hours is very

reassuring at 48 hours, but I just do not think that those

data by themselves are sufficient to tell me with absolute
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certainty that the drug is appropriate for patients with

acute coronary syndrome. Added to some other data, it might

be very persuasive however.

DR. TEMPLE: As Milton said, the question here is

as much as one can do it. It is a little artificial. But

looking at it as an individual study, is it a sort of

regular study with the usual P value, stronger than usual,

less than usual? I was just focusing on the one point you

made which is that the control is not placebo, but a drug

that you have some beliefs about. I want to know the

influence of that fact.

DR. BORER: Looked at as a study, as opposed to

for the utility of the drug in patients with acute coronary

syndrome, but as a study that set out to show a certain

thing, do I think it showed it with this comparator, yes, it

did.

DR. PACKER: Marv?

DR. KONSTAM: It seems to me that we have to

separate out the two different questions of the strength or

validity of the trial in reaching its particular endpoint

and whether it is convincing in that regard on the one hand,

and, on the other hand, this discussion that we have been

having about what is the most appropriate time endpoint

because I think that they are sort of different questions.

I think, in my reading of this trial, it is pretty

. ... . . . . ,.
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clearly a positive trial. It met its primary endpoint. I

am actually more reassured than dissuaded by the fact that

there is at least a strong trend to hold on to that effect

later on even though it loses its significance.

I think that when we get to the issue of how do we

interpret this positivity, that then gets to the different

question. I think that when we get to that question then we

really have to bring in the entirety of the data set about

what we think is going on here. What do we think it means

that an endpoint is positive at 48 hours and reach our own

conclusions about that. I am convinced enough that there is

not a fall-out from all of the data, that there is not a

fall-out going on beyond the 48 hours that I am pretty

accepting of the 48-hour time point. But , as far as the

trial is

the fact

concerned, I think that it is a positive trial.

DR. PACKER: How concerned is the committee about

that the driving force, as Dan and the committee

agreed, is the softest of the three endpoints and that this

process was one investigator -- that it was adjudicated, it

was adjudicated in a very reasonable fashion and some of the

issues related to that

softest of the three.

We can put a

have been addressed. It is still the

small amount of concern on that, or

moderate, or big depending on individual preferences of the

committee . How big is that? It is relevant. The intent I
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think is not necessarily to answer that question right now

because there is a specific question to the committee about

that. But it might be appropriate when you vote on this to

take all of the issues that you have heard into

consideration. That might include the concerns raised by

time points or by the driving force to the primary endpoint

or it could be reassurance gained by the fact that it is

heparin and not a placebo. Please, factor all of this into

consideration when you vote.

DR. MOYE: The question that is asked, the balance

point is 4C. The question is are the findings as

persuasive. That is not asking whether the trial is

positive or not.

DR. PACKER: Right .

DR. MOYE: So it is asking us I think to fold in

some of these concepts that you have mentioned.

DR. PACKER: Right . Please, remember, Lem, I want

to emphasize that. If the only question that we were being

asked was did this trial meet its pre-specified endpoint,

you do not need a committee to do that. You need a computer

that you plug in what the critical alpha level is. You see

with the primary endpoint achieved a P value smaller than

alpha, and you come out with an answer. That is not what

the committee is being asked for. It is being asked for a

judgment.
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Okay. Let’s vote on this.

For purposes of trying to simplify the process, I

would ask the committee not to vote between B and C because

B, by definition, is less than C. SO, if you think it is

between B and C, please vote B. It just makes everything so

much simpler.

[Laughter.]

DR. PACKER: Okay. Marv, why don’t we begin with

you ?

DR. KONSTAM: I will vote C.

PARTICIPANT: B.

PARTICIPANT: B.

PARTICIPANT: C.

PARTICIPANT: B.

PARTICIPANT: C.

PARTICIPANT: B.

PARTICIPANT: C.

PARTICIPANT: B.

DR. PACKER: What was that vote? Six B and three

c. Okay. Let’s proceed.

PRISM-PLUS is the next study under consideration.

The description is well-known. The primary endpoint was

death, non-fatal myocardial infarction and refractory

ischemia.

Joan needs to have this for the official record.
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Can all of those who voted C please raise your hand?

[Show of hands.]

DR. PACKER: So it is six to four. We were just

missing one vote.

The primary endpoint of PRISM-PLUS -- death, non-

fatal myocardial infraction, refractory ischemia within

seven days. The questions are very parallel to those for

PRISM . Dan did all three components of PRISM-PLUS,

contribute to the primary endpoint.

DR. RODEN: I am looking at the data now. My

sense was the same.

DR. MOYE: I thought that the MI and the ischemic

episode were concordant, but that perhaps death was not.

There were so few cases of mortality.

DR. PACKER: Lem, the descriptor --

DR. RODEN: Sorry about that. So, the P value for

the -- this is for the Tirofiban plus heparin, versus

heparin alone. We will have a discussion of what happened

to Tirofiban alone in this trial later.

So the P value is .004, driven by a hundred events

in the treatment group and 143 in the comparator group.

Recurrent ischemic events and MI both reached statistical

significance when looked at alone. In fact, the MIs are

almost half in the treatment group. The deaths are very

small and actually exactly equal at the specified primary

*
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endpoint.

So the answer to the question is that it is driven

probably in this case both by recurrent ischemic events and

by myocardial infarction, which includes both fatal and non-

fatal myocardial infarction. Most of the myocardial

infarctions were non-fatal.

DR. PACKER: Does anyone disagree?

[No response.]

DR. PACKER: Okay. The next question is -- and it

is exactly parallel to the question in PRISM -- looking at

PRISM-PLUS only and taking into consideration all of the

discussion that you heard today, you are being asked for an

interpretation of the results in PRISM-PLUS. So please take

into consideration everything that

trial . Do not simply focus on the

endpoint. Do yOU

are: A, probably

successful trial,

believe that the

you know about this

P value for the primary

results of PRISM-PLUS

and two trials, and, E,

DR. THADANI:

should separate out --

DR. PACKER:

DR. THADANI:

the three limbs of the

i)
as it is on the table.

——

due to chance, B, weaker than the typical

C, equivalent to one trial, D, between one

two or more trials.

Before you vote I think that you

I am not voting. There is no voting.

No, no. But you should separate out

trial because there are three limbs

I think that you should separate out

——
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the Tirofiban alone versus heparin, or the combination

versus heparin. I think that that would be very relevant,

otherwise, it would be a totally confounding issue because

we already voted B and C in the last one. I think that we

should probably separate out one component and vote on that

and then go on to the second component.

DR. MOYE: One of the arms was discontinued,

right?

DR. THADANI: I realize that, but it is still not

clear on the question.

DR. PACKER: Udho, let me suggest that there is a

subsequent question that really deals with that. It is much

later on. It deals with Tirofiban alone.

DR. THADANI: We just restrict it.

DR. PINA: Maybe this question should say

Tirofiban plus heparin.

DR. PACKER: Tirofiban plus heparin. Let’s just

try focusing on Tirofiban plus heparin versus heparin or

versus placebo and heparin and focus on that. Dan, what

would you propose?

DR. RODEN: Well, the issues are really very

similar to the last time. The question of heparin as a

comparator, as opposed to a pure placebo -- okay, so this is

a truly placebo-controlled trial as opposed to an active

control trial if you throw out the Tirofiban arm. The
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Tirofiban arm bothers me. Okay. I have said it. On the

other hand, the statistical significance reached is more

than one would -- certainly much less than .05. That is not

driven by only a single softer endpoint. It is driven by a

somewhat harder endpoint, myocardial infarction.

This is the trial that sort of goes on the

longest. It does not have the largest numbers. So when all

of that dust settles about the pluses and the minuses, I

come down between 6C and D and I will come down at C.

DR. PACKER: Okay. We are going to have a general

discussion. Remember, right now you are not voting. Lem,

why don’s you begin the conversation on this.

DR. MOYE: I am a little more enthusiastic about

PRISM-PLUS than I was about PRISM for two reasons. The

first, unlike PRISM, where the repository of the effect

resided in the weakest component of the endpoint, we really

see some more concordance, particularly in the finding for

efficacy in the MI. So I feel a little bit more comfortable

with the presentation of the components, of the primary

endpoint, and how they support the overall P value at the

seven-day timing.

Also, and perhaps just as important, if you look

at the time course of efficacy beyond the primary endpoint,

you know, it tends to persist to 30 days and, even to some

extent at 180 days. I have been very much concerned about

b
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the findings of efficacy very early in trials with a notable

lack of efficacy shortly thereafter. But that is not the

case here in PRISM-PLUS. So I feel somewhat more

enthusiastic about this trial.

DR. PACKER : Ray.

DR. LIPICKY: And the fact that if you take the

investigator opinions and look at what that gives you for a

P value for the primary end point and it goes to non-

nominally-statistically-significant trial, does that enter

into your thinking process at all?

DR. MOYE: Yes, it does. And it obstructs me from

saying it is more persuasive in the findings of a typically

successful trial. It keeps me from going down to D. But I

think that given that the investigators said that they were

going to be committee- adjudicated primary endpoints, then I

tend to give that finding much more weight than I give the

investigators.

DR. PACKER: Tom.

DR. GRABOYS: I am increasingly enthusiastic as we

move from a soft to a hard endpoint. MI I think is an

important element and kind of moves you down the alphabet.

But at the end of the day the bottom line is that I want to

see who is alive and who is dead. I think that all of our

collective enthusiasm would be if we could show that we had

a saving of lives.
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DR. PACKER: Is that really true, Tom? That is

really the only thing that matters in life is whether you

are?

[Laughter.]

DR. GRABOYS: Well, you know, you are dead a long

time.

DR. THADANI: That is not a philosophical issue

because life or death could be important in this context

because you are measuring infarcts with small enzymes. I

think that becomes a very relevant issue. If you are not

left with any permanent disability like heart failure or you

are coming back with recurrent angina, I think that it is a

very relevant issue how many bodies you can count, if they

are functioning normally. If you are just diagnosing

infarct by small bumps in enzyme, unless you could show

prognostic significance which should show up on say month

six or 12, then I think that his point is very valid. We

cannot laugh it off. Obviously, if it leaves a permanent

disability than it is a different issue. The data even on

small CPK pumps is driven from the Duke database. Other

trials are not showing positives. I think his points are

well-taken.

DR. PACKER: Let’s just try to clarify this

because it has implications not only today but implications

generally.

4
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In the past this committee has seen a fair number

of trials with a combined endpoint of death from MI. I

guess I have heard this committee say that death and MI

seems to be reasonable because to require an effect on

mortality to be persuasive may not, one, be realistic given

the number of events, and, two, may not be clinically

appropriate given the fact that bad things can happen to

people which are non-fatal.

On the other hand, Udho says that, well, maybe

some of these bad things that happen to people which are

non-fatal are really more biochemical phenomenon and not

necessarily clinically-relevant phenomenon. I guess that

you would be more reassured if you knew there was less

cardiogenic shock, or a heart failure, or other things that

would be the clinical consequences of an acute myocardial

infarction.

But , in general, this Committee has taken the

position that an MI is an MI. Sometimes we have actually

gotten into -- we have seen sponsors get into trouble when

they try to micro-manage the definition of MI which occurred

with Integralin.

DR. THADANI: No. Do not take it out of context.

Nobody is saying MI is good for you necessarily. Again, the

data collection becomes very critical. If you are going to

do it, you do serial enzymes for X, Y point in time. In

4
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PRISM I think that they did a good job. The trial is

positive. Nobody is saying that the trial is not positive.

I think that it is positive. It is not driven only by an

ischemic episode, but also by enzyme measurement of MI. The

deaths really did not change which is reassuring that at

least not more people have died in the other group. I am

not saying that. All I am just saying is that if really the

small infarcts in the long run -- say that there are a lot

of episodes happening because you are doing a lot of

intervention, it should somehow translate down the road. So

I think that you have to take the totality of the data not

only at day seven, day 31, day 180, perhaps one year is

important to solve those issues. I am not saying in this

trial --

DR. PACKER: But what would you be measuring at 30

days or at six months or a year?

DR. THADANI: All you could do is

rehospitalization and death. That is all you could do

probably for unstable enzyme. It is a very positive trial.

All I am just saying is say that -- suppose CPK bump by

definition is twice normal, versus sometimes three types

normal . I am not sure that there is that clear database,

you know, spontaneous CPK bump or twice is as bad versus

post-angioplasty bump of three times. All I am doing is

just raising some issues. I am not saying that they did

,

. .
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anything wrong. The trial stands as it is.

DR. PACKER: Okay. Let’s try to do this. I think

that this is an issue that easily could consume this

committee for a very long time. Let me just remind the

committee that the sponsor, in its follow-up period of 30 to

-- 30 days or six months did include rehospitalizations for

unstable angina which is concordant with your

recommendation, Udho. So that was actually done by the

sponsor. So, can we stick to the actual question?

Ileana?

DR. PINA : Yes. Dr. Sax

beginning of his presentation that

little bit different between PRISM

made a point at the

the population may be a

and PRISM-PLUS, and that

PRISM probably encompassed more patients who had previous

known coronary disease. So, we may be talking about two

different populations here. But the number of deaths are so

small in both groups that I cannot make any judgments about

death. But myocardial infarction to me is a very hard

endpoint, and it is positive. I mean, it is real. It is

there even when the committee met. I do not think that you

can deny that.

DR. GRABOYS: I am not diluting the importance of

MI . That is not even an issue. My statement about death

was philosophic as well as those issues because that is what

I want to see. I think that all of us would.

*
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DR. PACKER: The question is how disappointed are

you when you do not see it?

DR. GRABOYS: Well, I am disappointed enough that

I am not moving -- 1 am going from 6E down to 6C.

DR. PACKER : I understand. Marv?

DR. KONSTAM: Well, since Rob Califf is not up

here and sitting in the back, I mean, I will have to make

the point about hypertension and say that we routinely

approve drugs for treating hypertension. I would say that

if I had to choose between having hypertension and having an

MI I would probably choose hypertension. I mean, I think

that MI is pretty good -- I mean, if the only thing that

matters, of course, is survival and quality of life, those

are the only things that are important, I think that we can

accept MI as a bad indicator of those other bad things going

on down the road.

I am more sure about these MIs than the MIs that

were looked at in the Integralin database because these are

MIS that it sounds like, for the most part, Were identified

and diagnosed by the investigator and then confirmed by the

events committee, as opposed to MIs that were sort of

detected by the events committee in the absence of any

concern on the part of the investigator. So I think that

these are the kind of MIs, although some of them may be

small, that we actually know something about based on reams
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and reams of data about the natural history following MIS.

Those other MIs I am not so sure that we know very much

about.

The only other point that I wanted to make was

that I actually just, in terms of answering this question, I

think that it is a very, very strong study for all of the

reasons that people have said, looking at the Tirofiban on

top of heparin versus heparin alone story.

I am worried a little bit still about the dropping

of the Tirofiban group alone partly from a statistical

sense. Maybe Lem can reassure me or somebody else. I mean,

we have seen before three limb studies where an interim

analysis showed something ugly in one of the limbs, say the

Data and Safety Monitoring Board said let’s bet rid of that,

and you are left with a very positive result in one of the

other limbs. Are we really reassured that that issue is

taken care of by the routine way of adjusting the nominal P

value here? I am not sure exactly what I am asking. I am

disturbed about the fact that this is a three-limb study

that has suddenly now become a two-limb study based on that

initial analysis and how much that should denigrate our

excitement about the positive finding in that one limb.

DR. MOYE: In one sense, we are off-the-hook from

really pursuing a rigorous answer to that question by the

low P value that they have for the primary endpoint. Any

,.
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reasonable adjustment that YOU might make for discontinuing

that arm is not going to set the threshold so low that 004

is not going to be significant.

DR. PACKER: I think what Marv is asking is beyond

statistics are there -- is there information in the

Tirofiban alone arm that should diminish our enthusiasm for

the Tirofiban plus heparin arm. Is that what you are

saying?

DR. KONSTAM: Well, I do not know if I would say

beyond statistics. I guess that I am worried that the

typical statistical method of adjusting for a three-way

comparison, I am just concerned about what the implication

is when an early look finds something bad and, therefore,

throws out that limb. I am just concerned as to whether our

typical way of adjusting that statistic adequately accounts

for that. I mean, we have seen this in other trials where,

then with repeat study it came out very different later on.

I do not know if anybody has an answer to that.

DR. MOYE: You know, any attempt to try to adjust

the P value that you are going to use to assess the heparin

placebo versus heparin/Tirofiban group is going to be

fraught with difficulty. You might think about something

like, well, if I am really more concerned about hazard,

maybe my two-sided test should not be symmetric anymore.

Maybe I should put more alpha on the side of hazard. But

,
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that is a decision now that it based on an interim analysis

in a group that has been discontinued now trying to attach

part of that finding to your decision rule for the other two

comparators. That is going to be very tough to defend

methodologically I think.

DR. PACKER: Yes, Marv. I think that given the

kind of experiences you are referring to, it does not sound

like it could be handled statistically. I think that it is

something that you would factor into the equation.

Ray?

DR. TEMPLE: Well, the other thing is is that the

events that occurred -- no, I guess that is not right. I

mean, the one thing that one could do is simply see what

happens when you pool all Tirofiban groups, including the

one that was dropped. That is a relatively small number of

events . That would be based on the hypothesis that somehow

they are not really different, but it just came out that

way. I wonder if that has been done. But , in any event, we

could certainly do that. My guess is since the difference

is only about 10, it is not going to make much difference in

the overall outcome, right?

DR. PACKER: Although the number of total deaths

is small, so 10 actually might represent something. Ray?

DR. LIPICKY: I want to change the subject. Is

that okay?
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DR. PACKER: Yes.

DR. LIPICKY: Okay. I just want to repeat the

question that I asked the last time but this time make it in

the form of a statement and not a question. I do not expect

an answer. What I heard in response to the thing that I

said last time I did not quite understand so I am going to

start differently. Last January when we looked at

Hepthapibatide, when we looked at the primary pre-specified

endpoint and its P value, and then look at the

investigators’ P value, the investigators’ value was an

order of magnitude more significant than was the CEC’S

primary endpoint. I found that very comforting.

In this case, it goes in the opposite direction.

What I heard you saying is that that comforts you. I did

not understand that. You do not have to respond.

DR. MOYE: But I can respond. Of course you would

like to see concordance of results. You would like to see

the same strength of evidence, the same relative risk

regardless of who looked at the endpoint. In clinical

trials you do not see that. Sometimes you see the

investigator -- but depending on the instructions that the

investigators are given, you can see very different results.

I guess that it is for that reason, of course, we all know.

That is why we try to stick to the primary endpoint because

that is the analysis that is going to determine whether we

s
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judge the trial as positive or not assuming that they follow

the protocol.

Now, having said that, I can feel more comfortable

or slightly less comfortable if things do not all go in the

same direction. I do not feel comfortable about PRISM

because of the weakness of the primary endpoint, but I am

more discomforted by that than I am by the fact that

investigators find different things.

Investigators in PRISM, for example, may have felt

that it was in their best interest to send almost anything

in. They had nothing to lose by that because that way they

know, they never get accused of holding on to an endpoint

and not reporting it. It is that kind of climate that makes

the investigator-determined endpoints very difficult to

assess I think. So that is why we stay with the primary

endpoint which was the committee adjudicator.

DR. PACKER: Marv?

DR. MOYE: Could I feel better about PRISM? You

bet . Could I feel better about PRISM-PLUS, you bet, if the

investigator-identified endpoints lined up, but they do not.

DR. LIPICKY: I understand everything you are

saying except the direction of your comfort. That is okay.

You do not have to explain it.

DR. PACKER : Marv.

DR. KONSTAM: I agree with the implication of

,,
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comfortable by the fact that the P value gets higher
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when

you go to the investigators. I just wanted to say that my

interpretation of the difference here teaches us something I

think about how these endpoint committees should be

functioning. It should be, my own feeling, a cleaning up

act, as opposed to a digging act. I think that that has a

lot to do with the difference of the findings. So, as a

cleaning up mechanism, I am not made uncomfortable by the

fact that the P value gets stronger when they clean it up.

DR. PACKER : Let me sort of go back to a concept

that Ray suggested earlier. We want to move to a vote on

this, but I just want to make sure that in doing so that we

are considering all issues related to this trial. Because I

have heard many members on the committee say different

things about this trial. Some have said -- and there has

not been any vote, but there is some sentiment that, well,

this is as good as one trial and then I have heard some

sentiment that says that this is a very persuasive study. I

guess that I just wanted to make sure because I think that

it is very important that the committee be very internally

consistent . I understand that it is a goal that we reach

only occasionally, but it is a desirable goal.

When we met in January, we said that in looking at

the unstable angina trial for Integralin, which had death

+.
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primary endpoint at 30 days, we thought that

and that was a huge study, 11,000-patient trial

that made its primary endpoint. We said that that was as

good as one trial. I just want to make sure that we think

about what we said in January unless we want to change our

minds when we look at this trial which is smaller and

include in it an endpoint which is not death and MI and that

is measured at

point measured

So let us make

a time point which is earlier than the time

in the unstable angina and Integralin trial,

sure that our judgments here are not

-.
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situationally dependent.

I would like to think that we are being a little

bit consistent not only in our judgment but the message that

we are sending forward. I just wanted to make sure that we

think about that and discuss that in reaching a judgment

about the study. John?

DR. DiMARCO: I think that there are two things

that I would like to say. Let me start off by saying that

think that this type of refractory ischemia, if indeed it

I

meets their definitions, this is a lot of ischemia, two 10-

minute episodes in one hour, that is a lot of ischemia with

ECG changes. I see a lot of ischemia that does not meet

that criteria. I am not surprised that the investigators

sent in some extra that did not meet that criteria.

Now , the problem is, in a composite endpoint,

,



.’&p%.

_2—

166

death is a lot different than two episodes of angina. so

lumping them together, particularly in these trials where

you have three trials, none of which show any change in

mortality, despite the fact that if you add them all

together you have got a modest number of deaths. There is

no change, as I can see, in mortality. But it may be useful

to keep down long episodes of chest pain even if it has no

effect on mortality. So the composite endpoint is not --

there are endpoints of unequal weight. Adding them together

is sort of annoying. I think that this trial shows that on

two non-fatal endpoints the drug had an effect. It did not

have an effect on mortality. I think that an eventual

labeling might say treatment of these endpoints did not

affect mortality.

DR. GRABOYS: Are you saying you are equating the

current ischemia with the death? I mean, conceptually, is

that --

DR. DiMARCO: No. I am saying the composite

endpoint has them lumped together as each event. They have

a hierarchy of events. I do not think that they are the

same at all.

You put together a composite. It would be nice if

you had three very serious things of equal severity that

just were not the same. Here we do not. I think that this

shows that it has an effect on refractory ischemia as they
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define it. If this study shows an effect on myocardial

infarction, does not show an effect on death, and the other

studies do not show an effect on death.

DR. GRABOYS: So we would agree on the labeling

then that there would be a mention that there is no

difference in mortality?

DR. PACKER: Okay. We are getting far ahead now.

This trial, PRISM-PLUS is before the committee. Let’s focus

on this trial. We have to consider how persuasive this

trial is. The only reason for bringing up what I brought up

is that, in an attempt to be consistent and fair in a

previous meeting with a very similar agent in the same

therapeutic class, we, as a committee, said that that was as

good as one trial. That trial corresponds to this trial in

this package. The endpoints are different. The time point

where the endpoint is measured is different. We just want I

make sure that we think about that.

Maybe we are willing to change our minds now. We

can change anything that we want. We just want to be able

to make sure that we are thinking about this in a coherent

fashion.

DR. KONSTAM: Just to point out that the

statistical, which you did not include, the statistical

finding for the pre-specified primary endpoint is much

stronger here than it was in that trial. I mean, that is
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another element.

DR. PACKER: But , Marv, that means that if someone

— I guess I must say that I just am not persuaded by that.

The reason why is because --

DR. KONSTAM: You do not need to necessarily be

persuaded or not persuaded. But it is another point that

really needs to be made. Now , maybe you disagree with when

the timing of the endpoint is. Maybe when you line up the

two studies together they look very similar. But I just

throw in another point. I am surprised that Lem is not the

one standing up and making this point because he usually

does. I think that the primary endpoint as pre-specified is

worthwhile because that is the one thing that the

investigators are putting all of their alpha on.

DR. PACKER: I am not saying that it is not

worthwhile. I am just saying line up pursuit with PRISM-

PLUS and tell me whether you think that one trial is more

persuasive than the other. And try to be internally

consistent in your thinking.

DR. LINDENFELD: No, I think in PRISM-PLUS I think

that the absolute event rate is substantially lower than it

was in pursuit. Maybe I do not remember right. But I think

that there we had, even if you just consider MIs and death,

I think that there we had 15 events per thousand saved and

here we have more like 30. So I think that not only the --
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but the number of events is substantially different.

DR. PACKER: They are also different kind of

events.

DR. LINDENFELD: No, I said even if we just used

MIS in this study, death and MIs, and throw out the

refractory ischemias at 30 days, I think that there is a

difference.

DR. TEMPLE: I think that what Marv is saying is

that the results actually look almost identical, accept for

the matter of what the chosen primary endpoint was. The

pursuit chose the 30-day endpoint and the result was a

little weaker. If you look at early endpoints in pursuit

which was just death and MI, they are much stronger. They

are at the 003 level. So a lot depends on how important

that particular question is. Well, of course, we put

greatest credibility, other things being equal, and when

there is no other information, for sure, in the originally-

identified endpoint. I guess that one of the things that is

going on here is that we are starting to see large

quantities of data, and people might perhaps choose to be

influenced by what all of those data seem to show. But, if

you actually look at the findings, the two results almost

sit on top of each other for the same endpoints.

DR. PACKER: Bob, that is precisely my point. I

think that that is, in fact, Marv’s point. Now the question

,.. . .
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is how do you incorporate that into a value judgment as to

how persuasive the trial is? Dan?

DR. RODEN: I have a somewhat different view. I

am not convinced that these are two similar or absolutely

congruent trials. In this trial there is a striking effect

on the primary endpoint. There is also a striking effect on

what would have been the primary endpoint if they had done

pursuit. It is more striking, as I recall, than the

statistical significance achieved in that very, very large

trial, number one.

Number two, if we are going to compare those two

trials, we have a clear sense here that the dose chosen to

be studied was the dose that was appropriate to have been

chosen to be studied. I do not have that sense from the

other discussion that we had at the end of January.

And then the third thing that reassures me

somewhat, although the numbers are small, is the point that

I alluded to

benefit or a

patients who

before. In this trial, there is a 30 percent

30 percent reduction in endpoints among

undergo revascularization, total endpoints

among patients who undergo revascularization. There is a

similar 30 percent or so reduction in total endpoints in

patients who actually do not undergo revascularization. The

numbers for the latter group are very small. But the fact

that they are very, very similar is reassuring to me. One

,
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of the issues that we discussed and actually never came to

closure on at the end of January was the question of whether

the entire result in pursuit was driven by a beneficial

effect in patients who subsequently went on to get or who

got -- and Bob is shaking his head, but, in fact, at the

time we were here, Bob, the discussion was very clear, and

the implication was very clear that the benefit for that

particular compound was being driven by patients who

underwent procedures.

Now , if a subsequent reanalysis by the agency or

the sponsor has shown something different, so be it. But at

the time that was one of the things that drove at least my

decision to vote the way I did then. And that is why I

think that this discussion anda that discussion are not the

same thing and that trials are not the same thing.

DR. PACKER: Dan, without revisiting, clearly,

revisiting history because every drug package is very, very

different, if we compare the two trials in the only way that

we actually can, which is to look at death and MI at 30

days, both the magnitude, as well as the significance of

that treatment effect is super-imposable between the two

studies.

In fact, if one wanted to look at this purely

technically, and I really would not want to look at it

technically, but, if one wanted to, one could saY that at
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least pursuit achieved significance on death and MI at 30

days and PRISM-PLUS did not. Its P value is point 025 for

purposes of comparison. Ray?

DR. LIPICKY: I think people are taking the

comparison too literally, Milton. You do not really want

them to compare trial by trial. You just want to sort of

have them, as they are saying what they are going to say

about A, B, C, D to remember the criteria that they used

last time and not to use a different set of criteria, and it

is not sort of lining the numbers up and see if they

superimpose or reject the Kaplan-Meier curves.

DR. PACKER: That is exactly what I am saying. I

think that the idea is not to be married to the P value.

What is being asked here is literally a judgment call.

Let’s take a vote on this. One has A, B, C, D, E

in front of them. Ileana, we will begin with you.

DR. PINA: I

PARTICIPANT:

PARTICIPANT :

PARTICIPANT :

PARTICIPANT:

PARTICIPANT:

PARTICIPANT :

PARTICIPANT :

PARTICIPANT :

will vote C.

c.

Excuse me? You said E?

c.

c.

c.

c.

c.

c.
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unanimous

PARTICIPANT: C.

PARTICIPANT: C.

PARTICIPANT: C.

PARTICIPANT: C.

DR. PACKER: That is maybe one of the first

votes we have had in a long time.

We are moving to RESTORE. The questions are

identical. Please remember that RESTORE the endpoint,

primary endpoint death, non-fatal myocardial infarction, and

repeat interventions for recurrent ischemia.

The first question to Dan. Did all three

components contribute to the primary endpoint?

DR. RODEN: Well, the facetious answer is since

the primary endpoint was not reached, the question you are

asking is irrelevant. However, combined endpoints at other

times were reached. So, for example, at 48 hours, there is

a nominal value of P equals .003. That is not the pre-

specified primary endpoint. But the components that drive

that appear to be repeat PTCA primarily at 48 hours and

stent placement to a smaller extent and MI to a smaller

extent, and not death. There are very few deaths, and they

are very balanced. So the components that contribute are

repeat procedures and to a lesser extent MI. But that is

for non-specified endpoints.

DR. PACKER : Okay. Any discussion? I do not

,
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think so.

[No response.]

DR. PACKER: We have the same issues with respect

to this trial in terms of the judgment. Again, A, B, C, D,

E are the options. Dan, why don’t you lead us off with your

view on question eight?

DR. RODEN: Wellr you know, Bob asked a question

at the end of the RESTORE discussion before we broke for

lunch to which he did not get an answer. I would have

actually liked to hear that discussion a little bit. Maybe

we could do that now. The question that Bob asked I think

was what indication does RESTORE support or what does

RESTORE support?

Because the primary, pre-specified endpoint is not

met at 30 days, I do not find this as persuasive as the

findings of a typical successful trial. I recognize all of

the reasons why one might want to choose an endpoint earlier

on. I think that the agency and all of the sponsors that

are developing these drugs will have figured out that we are

sort of teaching people as we go along to design the trials

in such a way that there is a maximum likelihood that the

prespecified endpoint gets met. So I do not think that it

is probably attributable to the play of chance. I think

that there is something in the data that says that there is

a better outcome with the treatment group than the control

,. . . ..-—
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the primary pre-specified

c, so that is why I would
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that I would vote A. But because

endpoint is not met, I cannot vote

vote B. I would like to have some

discussion on what this particular result adds to the

portfolio. We are not going to have that discussion.

DR. PACKER: Right . We are not going to have that

discussion because this question is looking at RESTORE in

isolation.

DR. RODEN: Okay.

‘)----,*-

.-)

DR. PACKER:

questions or comments?

PARTICIPANT:

DR. PACKER:

off . We will start at

DR. KONSTAM:

PARTICIPANT :

PARTICIPANT :

PARTICIPANT:

PARTICIPANT:

PARTICIPANT :

PARTICIPANT :

PARTICIPANT:

PARTICIPANT :

PARTICIPANT :

DR. PACKER:

Okay. Can we have additional

Shall we go directly to a vote?

Vote.

Let’s vote. Marv wants to lead us

the other end. A, B, C, D, or E.

B.

B.

B.

B.

B.

B.

B.

A.

B.

B.

Okay. Now , that actually brings us

8
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to an interesting situation with question number nine

because, as we have created a parallel between pursuit and

PRISM-PLUS, the agency is now creating a parallel between

RESTORE and Impact II. Please help me out here. If I

remember correctly, these trials are not exactly the same

kind of study.

PARTICIPANT: Page 361 has a summary.

DR. PACKER: Okay. These are not exactly the same

kind of study, if I remember. Please help me if I am

incorrect . Impact II was a trial of angioplasty patients,

patients undergoing angioplasty. Whether or not they had

unstable angina and this RESTORE is a trial of angioplasty

only in patients who have been admitted for unstable angina,

is that a valid distinction.

DR. LIPICKY: Well, not quite. The percentage of

patients who basically had unstable angina and then had

intervention because of that in the two trials is about the

same. It is a little higher here than it was in Impact II,

but it is not night and day. It is like, you know, a 10

percent difference or something on that order.

DR. PACKER: Well, it should be a hundred percent

in RESTORE.

DR. LIPICKY: But it is not. There is a 10

percent difference between the two. I do not know whether

RESTORE is a hundred percent of not.

,
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DR. THADANI: Impact II was an angioplasty trial.

It had nothing to do with Pursuit because that was the first

trial presented to the committee last year. This was a low-

dose/high-dose Integralin, and those were --

DR. LIPICKY: No, that is something else.

DR. THADANI: No, in the Impact II.

DR. PACKER: We are just talking about the patient

populations recruited.

patients

I am not

DR. THADANI: In the Restore there are also

who have Q-wave MI and then they are also included.

sure if they were included in Impact II. They are

also impacted.

DR. LIPICKY: We have the data if you want to

listen to it. The criteria, the characteristics of the

patients in the two trials, Impact II with Integralin, and

RESTORE with Tirofiban, if you look through the demographics

and the reasons why they are in the trial, they are almost

identical . So there is not really a patient distinction

criterion that drives you to say that these are two

different patient populations studied.

DR. PACKER: Okay.

DR. LIPICKY: If you disagree, show the data. If

you agree, then we do not

because the

his hand is

guy who knows

saying that I

have to talk about it anymore

the numbers and has the tables in

described it properly.
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DR. PACKER: Okay. Now , although the event rates

are described in the question, although Impact II results

were nominally significant, .041, let me remind everyone

that the P value, critical P value for Impact II was .035,

they are not statistically distinguishable. That is the

treatment effect in one is statistically similar to the

treatment effect in the other. The KI-square is .03.

Did RESTORE and Impact find the same phenomenon?

If not, what was different? Dan?

DR. RODEN: I think the phenomenon that they found

was a potential effect in patients undergoing intervention.

I am not sure that

you quoted a value

the low-dose group

article was .063.

I would go further than that. Remember,

of .04 for statistical significance. For

alone the published value in the Lancet

The nominal value is .03, So, no matter

what way you cut it, Impact II, like RESTORE, did not meet

its primary endpoint. So I am not sure what either of the

trials showed. But to the extent that one believes that

they showed a beneficial effect on outcome later. This is

not a P-value question.

DR. RODEN: Right, okay. Well, I am just, well --

DR. LIPICKY:

phenomenon described by

This is do you think that the

whatever you think the trial found -

,..

DR. RODEN: Yes .
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or not?

DR. RODEN: Whatever the phenomenon was, Ray, I

think that it is the same thing.

DR. LIPICKY: Okay. That is the question.

DR. RODEN: Am I allowed to say what the

phenomenon might have been? I think that I already said

that .

DR. LIPICKY: You already said that yes.

DR. TEMPLE: Well, I am looking at the question

more than I did before. I like it less. One of the things

that both studies found was an effect early that met

anybody’s test for nominal statistical significance. I

would appreciate it if while

tell us what you think about

Impact II and it was true of

you consider all of this you

that. That was true both of

RESTORE. If you look early,

YOU see low, nominal, significance, and, in some sense, the

same phenomenon you see everywhere else you look.

think

early

think

study

DR. LINDENFELD: Didn’t Impact have --

DR. TEMPLE: I would be interested in what you

about that.

DR. LINDENFELD: Didn’t they have an advantage

because the study was started with the procedure? I

that impact had an advantage early because wasn’t the

started at the time of procedure and a lot of the

events were enzymes within the first two days?

.
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DR. RODEN: The first dose of Tirofiban was given

after that.

DR. LINDENFELD: No. I am talking about with

Impact. In other words, that study started with the

procedure so that a lot of the events were recorded early

because they were enzyme events post-procedure.

DR. LIPICKY: There are a lot of differences

between -- in the results of the trial and so on and so

forth. The only thing this is asking is do you think these

two trials with two different drugs sort of describe a

phenomenon that is not -- only one person here said that

restore was just the table of random numbers. Everyone else

said that it was something other than that. So it describes

something. The only question is do you think it describes

something different from what was described by the Impact II

trial? That was the question. That is all you need to

address. There are lots of differences between the trials,

lots of numbers that are different, et cetera, et cetera.

It is just as -- you know, it was one study -- did one study

describe a Guernsey cow and the

raging bull?

DR.

Impact II had

out .

RODEN : They

two cows and

both

they

other study describe a

describe cows. But remember

had to throw one of them

DR. LIPICKY: That is okay. I just wanted to know

+
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if they both described cows.

DR. RODEN: Well, I think that the fact that we

know what dose -- that the right dose was studied here as

opposed to the other study does impact my interpretation of

your question.

DR. DiMARCO: Ray, are you just asking do we think

that a IIb/IIIa inhibitor is useful in the short-term around

the time of angioplasty?

DR. PACKER: No. The question is are the results

of these two trials suggest that there is a difference

between these two drugs in this clinical situation? Is that

a correct statement?

DR. LIPICKY: That is a correct statement.

DR. KONSTAM: I am going to take a shot at

answering that question. It is a different sort of question

than we are usually asked. It is sort of fun. I will

answer it this way in saying that if you look at the

entirety of the data and not worry too much about comparing

individual P values, I think that the most likely

explanation that I could come up with is that we are looking

at the same thing, that is that it is the same set of events

occurring in the same clinical situation with drugs that are

in the same class. It looks pretty similar.

DR. LIPICKY: I think that the only people who

have to talk are the people who would say something

—-—-..—...-
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different than that and explain why they think it is

different.

DR. LINDENFELD: I think it might be a little bit

different. I think that it is the same process of

preventing thrombosis. I believe that in the first 48 hours

impact were primarily procedurally-related events. Here the

first 48 hours were generally prior to procedures in

RESTORE; is that not right.

PARTICIPANT: No, no, no.

DR. LINDENFELD: I am sorry. That is wrong. I am

sorry.

PARTICIPANT : She corrected herself.

DR. RODEN: The results of the low dose of Impact

II and this trial I would agree with Marv say the same

thing. So I should not say anything more. But I will

continue to harp on the idea that high dose, relatively high

dose Integralin in Impact II may not have shown the same

thing. Now , whether that is because of a statistical fluke

or some pharmacology that we do not know about, we do not

know. But that is worth bearing in mind.

DR. THADANI: I think it is important to know when

you say they are similar did you include the high-dose group

too? Because what was disturbing in the Impact trial was

that the low dose -- you would think that the particular

phenomena is important. Nobody is denying that. The trend

.
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was the same. It was not significant. So, if you compare

it to the high dose YOU will find a different result. So

you may say that a high dose is not effective and this is

not effective. So I am not sure if this is included in that

or are you only including low dose effects.

DR. PACKER: Let us be very careful here. In

Impact II neither dose beat placebo at the pre-specified

alpha.

DR. RODEN: No, the low dose did.

DR. PACKER: No. .04, .06 with the critical P of

.035.

DR. RODEN: There are various P values that have

been used and none of them are below .035 that is true,

okay. Also, we probably do not agree that .035 was the

right critical value. It is probably closer to .028.

However, in the early endpoints both groups win easily.

DR. KONSTAM: That was the intent to treat result

that you cited and that is an improper analysis. It should

be treated as randomized. The treated as randomized which

was a pre-specified analysis in fact made it as a

statistically-significant thing, but that is okay. This is

not the business of P values.

DR. PACKER: So now the question is Marv has

proposed to the committee that these trials found the same

thing if they found anything.

,
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[Laughter. 1

DR. PACKER: Who would disagree with that?

DR. THADANI: The last word.

DR. PACKER: Let us go on to number 10. No one

would disagree.

How would you characterize the incidence and

severity of bleeding in the Tirofiban trials? To what

extent was the bleeding attributable to the concomitant use

of aspirin plus heparin? Dan?

DR. RODEN: There is an increased incidence of

bleeding with Tirofiban which runs counter to some of the

more recent literature that suggests that these drugs may

not actually have a variance increase. It is modest. It

does not seem to be very serious. I cannot tell how much of

it is due to concomitant aspirin and heparin. Although

since the controls were aspirin and heparin largely, I think

that some of it is attributable to drug or drug plus aspirin

plus heparin.

DR. PACKER : Okay. And the first question

characterize the incidence and severity of bleeding?

DR. RODEN: It has slightly increased over that in

the control groups and the severity is -- well, it depends

on your view of bleeding. I mean, if bleeding requires

transfusion, then that probably puts it right into the

severe category automatically. But I think that the

—--



-3.?”...,-. ‘.

.-. ,..
$

.--.)

185

incidence was low enough and the severity was modest. I do

not know what word you would want to use. It is not severe.

DR. PACKER: Jeff?

DR. BORER: Yes. I think that this question

always has to be considered in a slightly different way than

the way it is written. The incidence and severity of

bleeding we can define from the books we have got. The

question is that compared to the benefit that we perceive is

this incidence of severity and bleeding acceptably low for

the intended use. If you had asked me that question I would

say that, yes, it is acceptably low for the intended use

given what I perceive as the benefit here. So I agree with

Dan, I think it is fine.

I also agree that there is, you know, that there

certainly is some effect of the drug by itself given the

study design structure, but we have no way of knowing since

aspirin and heparin always were present whether there was

any synergistic effect or not.

DR. PACKER: Does anyone disagree with the summary

statements that Dan and Jeff have made?

DR. THADANI: I think that on page 247, if you

look at it, the question is can you differentiate the

aspirin/heparin effect? I think that you might have to look

at the Tirofiban group alone in that group. Those people

who did not have a procedure, there is a slight nuisance

,. ,.
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bleeding.

PARTICIPANT: But they had aspirin.

DR. THADANI: Sure. But if you add this drug on

its own Lhere is a slight nuisance bleeding that is very

procedure related, but not a major one. So I think that it

is hard to separate completely aspirin and heparin. But I

think that if you compare just one of them alone it tends to

cause little -- slightly more bleeding which is consistence

with all of the IIb/IIIa’s. It is not unique to this but I

think you can see that.

DR. PACKER: Marv.

-9, DR. KONSTAM : I want to make a general point. It
-.—;?
!: is not based on any hard data but just based on having sat

here and reviewed these data sets on a number of these drugs

and also from clinical experience that -- and I will just

make this statement. I believe that the number of bleeding

events with these agents is being under-reported. So I

think that based on the data at hand that there is no doubt

in my mind that the risk-benefit ratio here will not be

strongly influenced by the number of bleeds reported. But ,

as we go forward with these agents, I think that that is

something to keep our eye on. It is something a little bit

less than oh this is a slam-dunk and I do not have to worry

about bleeding in these cases.

DR. PACKER: Okay. Let’s move forward to number

.. .. .
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11. The division has routinely advised sponsors that

refractory ischemia is so subjective that it is not the

appropriate endpoint or an appropriate driving component of

a combined endpoint for a trial meant to stand on its own.

Should the division continue to give this advice? We have

already explored extensively today the difficulties in the

endpoint of refractory ischemia and that is something which

the division would like us to know whether what we have

heard today in the discussions which have taken place today

should change their guidance in this matter.

DR. RODEN: I think that it is possible to make

refractory ischemia a phenomenon that is not so subjective.

Perhaps that was done in this trial in PRISM-PLUS. Under

those conditions, I think that it is an appropriate

endpoint. If it is included as an endpoint, then it runs

the great risk that it will be the driving endpoint. There

is no question. I guess that one way to answer this

question is then for us to decide as people who take care of

patients whether a reduction in the rate of refractory

ischemia is an important clinical endpoint. My view would

be that it would be.

DR. PACKER: Discussion?

PARTICIPANT : I agree.

DR. THADANI: I echo your view. I think that it

is important. But , again, the management, when YOU are
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looking after these patients vary. And PRISM-PLUS used a

point to optimize the therapy because it is possible that

you can have refractory ischemia and I could bump the

nitroglycerine dose from 80 to 160 mics per minute and the

pain goes away. And when I am on the unit that patient does

not necessarily go to the cath lab. When my colleague might

have a threshold lower he sends them to the cath lab. So I

think that it is important. I am not denying that. But ,

again, unless you can come with a very consistent guideline

-- and I think that they did that here. They tried to give

a beta blocker for the heart rate and nitrates. It is

useful, but one has to be very careful if this is the only

driving force.

If you are getting an indication that it prevents

ischemia that is fine. I mean, if you do a trial like that,

there is nothing against it, We do it with stable angina.

But if you are looking at the outcome, that is a different

issue. So I think that that is a good surrogate endpoint,

Whether it should be just a primary for one trial, I do not

know.

DR. PACKER: Okay. First of all, it is nOt a

surrogate.

DR. THADANI: Wellr it is a composite endpoint.

DR. PACKER: No, no. There is no problem here

with composite.
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DR. THADANI: Okay.

DR. PACKER: The question here is one of hierarchy

among clinically-relevant endpoints.

DR. THADANI: I think that, as a physician when

you are looking at this work, because that is what is

driving you. The patient comes to the hospital. Why does

he come to the hospital? It is for chest pain. If yOU do

an electrocardiogram, and he has got SD depression. so you

are treating that as an episode. So, if YOU believe in that

then obviously awarding that is a good thing. So I think

that you have got to take that into algorithm because that

is why you are looking after these patients because they

come with chest pain. They have got electrocardiographic

changes and you want to improve the final outcome. You

know, we do not want to go into control CF silent ischemia

here whether the treating is good or bad. That is a

different issue.

But I think that when a patient is in the

hospital, you are trying to prevent pain happening at 3:00

in the morning so that it triggers a coronary angiogram at

that time. So it is a useful endpoint. Whether it stands

alone that is a different issue.

DR. LIPICKY: Milton, I think that we are asking -

we make a very clear statement there. We say certain

things . We are asking the committee to say should we
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continue, that is a yes, or should we no longer say those

things, that is a no. I think that we understand what both

Udho has said and Dan has said. We are just asking for

people to say yes or no. Depending on how that comes out we

may try to figure it out. Okay? You do not have to explain

it .

DR. PACKER: Okay. Let’s not have anymore

discussion. Let’s have a vote. Marv?

DR. KONSTAM: I want to voice in favor of still

discouraging this endpoint.

DR. PACKER: Okay. We are voting.

DR. KONSTAM: Okay.

DR. PACKER: We are going to vote.

PARTICIPANT: No. We need some explanation.

DR. KONSTAM: All right. So I will explain my

vote as I go.

DR. PACKER: Okay.

DR. KONSTAM: All right?

DR. PACKER: Yes.

DR. KONSTAM: So what is the question?

[Laughter.]

DR. KONSTAM: Yes, the answer is yes. I guess

that I agree with the things that Dan and Udho said. The

difference though is I think that we are in the context of

the way patients with unstable angina are managed in the
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United States. In that context, there is such a high rate

of advancement to intervention that the ability to

distinguish this entity of refractory ischemia I think in

that context gets very blurred. And so that if we were in a

milieux in which there was a high rate of an attempt to

manage patients medically indefinitely I think that it would

be easier to utilize this. I think that in the context of

the way that medicine is practiced here, I think that it is

much more difficult. For that reason, I would tend to shy

away from this as an endpoint.

DR. PACKER: Bob, do you want to clarify?

DR. TEMPLE: Well, a little bit. I think that the

question overstates what we said slightly. We have

discouraged use of that endpoint. I do not think that we

have said forget it, no way. There are two reasons. One is

that we are worried about how well-defined it can be. But

when we tell somebody do not use the endpoint that we are

worried about precision on, this is a for your own good

advice. That is that we think that it is too noisy and you

would do better to pick something else. However, whether

you go on to an urgent intervention is fairly noisy and

subjective also so that we are not totally sure that we have

been guiding people toward a better endpoint.

There is another reason that I want to throw into

the mix which is that when you have a combined endpoint you

s
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would like the components to be of roughly equal weight. In

other words, you would not want death, MI, and tension

headache. That would seem stupid.

[Laughter.]

DR. TEMPLE: So, part of

this is so refractory and it is so

in something. You ought to get an

our feeling was that if

awful it ought to result

MI, die, or have an

intervention. And if it is not that then maybe it does not

deserve to be in the same endpoint as death plus MI. I am

not wedded to that view. I am just saying that that is to

some extent why we tended to discourage that as a component.

And all of the things that you are talking about where this

is the thing that drives the whole thing kind of make that

point more.

The one consequence of that is that if somebody

just used that as a separate endpoint we would not have the

same objection. It is combining them all. On the other

hand, it is kind of silly to use that endpoint and then not

point out that everybody died. So it is a very complicated

question. If you do not get to a final answer on this, as I

said, I am writing a memo to Ray saying that we ought to

explore a lot of this stuff. So maybe we will have a

workshop on that one of these days.

DR. PACKER: Ray, do you have any other comments?

DR. LIPICKY: Maybe just one more. That is that

*
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we do tell people that if they have refractory ischemia as

part of the combined endpoint that we may ask them to do two

trials .

DR. TEMPLE: Not as persuasive as --

DR. LIPICKY: All right. It is not as --

DR. TEMPLE: -- because it is not as heavy and

endpoint.

DR. LIPICKY: -- if it is irreversible. So it is

more than a discouragement. We say that we do not like that

as much. And so really but I think that it could be -- I

just want to see how many yeses and noes there are.

DR. PACKER: Well, let’s find out how many yeses

and noes there are. Marv, I think that you are saying that

they should continue to give this advice?

DR. KONSTAM: Yes.

DR. PACKER: Jeff?

DR. BORER: I think that this endpoint -- the use

of the endpoint should be discouraged in favor of more

precisely definable endpoints, but it should not be

precluded. It should be defined as rigorously as possible

in order to assure maximal obtainable clinical severity. So

I suppose that that is a very qualified yes sort of. I am

sorry, it is a qualified no. I have been corrected.

DR. PACKER: Maybe I could try to make this a

little bit easier because I have a feeling that each member

s



).-=

.,-

._#=l

194

of the committee is going to want to make certain specific

distinctions. No?

[Discussion off record.]

DR. THADANI: JoAnn wants to make a comment first.

DR. PACKER : Okay, JoAnn.

DR. LINDENFELD: I would vote yes. I think that

the committee should continue to give this advice. I think

that it is sometimes a difficult endpoint to sort out unless

it is really rigorously defined and even that is difficult.

DR. PACKER: Udho ?

DR. THADANI: You heard my feelings earlier. I

think that the fact that we are giving these patients who

are hospitalized with unstable angina drugs which can cause

bleeding, we are already believing that unstable angina is

bad for you. So I think that I am not saying that that

should be the only point. We should be more guiding them as

to what is really refractory ischemia. If you define that,

I think that the useful endpoint, in addition to obviously

all of the other hard endpoints -- and, again, the hard

endpoint is death. Again, MI depends on how you define that

too . So I think that my answer would be, Jeff, no, we

should not discourage them to use it, but I think that we

have to be more careful how they use it.

DR. PACKER : Okay.

DR. DiMARCO: I think that I agree with Udho. I

●
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do not like combining a frequent but hard-to-define endpoint

that is reversible with easy-to-define, irreversible

endpoints that are sort of at a much lower frequency. I

think that it distorts the use of the composite endpoint.

But I do think that control of chest pain can be a valuable

endpoint. We do it in angina studies, why not in unstable

angina studies? It just has to be very rigorously defined

and checked. That is why I actually like the idea of having

an events committee rather than the investigators defining

it.

PARTICIPANT: That was a no?

PARTICIPANT : That was a no.

DR. RODEN: Jeff Borer said it better than I. I

agree with his qualified no.

DR. MOYE: Yes, whole-heartedly. Please

discourage these guys from doing this again.

DR. GRABOYS: Yes.

DR. PINA: Yes, unless there is a better

definition or a better set of limitations.

DR. PACKER: Okay. I am voting yes as well. It

is six to four. Let me just say that I am not exactly

certain that there is a major distinction between those who

voted yes and those who voted no.

[Laughter.]

DR. LIPICKY: I got that feeling. Believe it or
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not that was useful. Okay. So it is okay.

DR. PACKER: Okay. Number 12. Should Tirofiban

be approved for the treatment of patients with acute

coronary syndrome? If SO, what regimens should be

recommended? Should Tirofiban be recommended for use as

adjunct to therapy, as indifferent, alternative to heparin

or preferable to heparin?

Let me just simply say that we need to make this

simple. So we are going to go around once and we are going

to go around several times. It would really be helpful if

people could be very concise in their responses. If yOU

think that Tirofiban should be approved for any indication

under any conditions, with any qualifications, you just

think that it should be approved for something, then the

answer that you should be giving to this should be yes.

DR. RODEN: No, just acute coronary syndrome.

DR. PACKER: No, acute coronary syndrome. But

this is not an invitation to wordsmith. Okay. Dan.

DR. RODEN: Well, this is actually not a very easy

decision obviously. The standard would be two strikingly

positive trials. In my view, PRISM-PLUS is one strikingly

positive trial and the remainder of the data maybe add up to

a second and maybe not. My inclination is to say that it

should be approved for adjunctive therapy to heparin in

acute coronary syndrome. And the regimen recommended is

.
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that used in PRISM-PLUS with heparin which is 0.4 micrograms

per kilogram per minute over 30 minutes followed by whatever

the maintenance was, .01.

DR. PACKER: Okay. Let’s go down the line.

Ileana?

DR. PINA: I will make it simple. I agree with

Dan.

DR. GRABOYS: I agree with Dan.

PARTICIPANT : Yes.

PARTICIPANT : Yes.

DR. GRABOYS: I agree. We both agree.

DR. PACKER: You get two yeses. Your turn.

DR. MOYE: I disagree. I do not think that this

compound should be approved. I think that these scientists

have displayed for us some very carefully-crafted trials.

But I think that because of the endpoint composition and the

timing that they used they sculpted their trials right out

of clinical relevance from as far as I can see.

There are two issues. One is endpoint

composition. In PRISM, as we mentioned before, the main

effect for the primary endpoint for efficacy was seen in the

weakest possible component of the primary -- of the

endpoint. And there are endpoint timing issues that

permeate all of these trials. I have a sufficient concern

about findings of -- very strong findings early with the
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lack of benefit, essentially indistinguishable from the

control group at what I think was a reasonable time point,

30 days. So I have two issues, endpoint composition and

endpoint timing. Frankly, I guess that I could live with

one fly in the ointment but not two. So my vote is not to

approve for any of the indications recommended today.

DR. PACKER: Dan has voted. John ?

DR. DiMARCO: I vote to approve. I agree with

what Dan said. I think that I would also, in situations

where it was going to be initiated at the time of

intervention that I would accept the RESTORE dosage schedule

as an alternative to waiting for two days for the infusion

to build up.

DR. PACKER: Udho ?

DR. THADANI: This is one positive trial. If the

agency approves the one positive trial then it is approvable

on that basis with the provision that there is one positive

trial . In contrast to what Don has said, I think that I

would recommend the regimen used in the trial which is to

days before and then do angioplasty. I am not seeing

anything if you just do it straight-away because RESTORE we

said did not show anything. So I think that if you are

going to do that you should do infusion for two days, and

then do an intervention. That is what the trial did. In

other trials, the results are not the same way.

*



.,.\
.—4%,)

-,

.)..-.

199

DR. PACKER: Let me just clarify. We did not say

that RESTORE did not show anything. We said that it

provided evidence.

DR. THADANI: Was not a positive trial at the

primary endpoint.

DR. PACKER: No. We voted clearly that it was

less persuasive than the single trial.

DR. THADANI: Yes, sure. Whatever.

DR. PACKER: Okay.

DR. THADANI: Than even a single trial.

DR. PACKER: The answer is yes. Bob, hold on one

second. The answer is yes?

DR. THADANI: Yes. I would say yes with one

positive trial results if that is what the regular decision

is based on.

DR. PACKER: Okay. NOW Bob.

DR. TEMPLE: Well, we just need to be clear.

There are nominally two positive trials. Lem has expressed

some doubt about the meaningfulness of one of the endpoints

in one of them. I just want to be sure that this sort of

question has some precedent value and things like that. I

just want to be sure that I know what I am hearing.

There were on their face two trials that reached

their primary endpoint. I understand that this question is

about whether the endpoints are the right ones in one of the
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trials and so on.

DR. THADANI: Normally we ask a question about two

trials.

DR. TEMPLE: Are you discounting PRISM?

DR. THADANI: PRISM is discounted because was only

-- not on top of heparin. So we cannot use that data at all

on that.

.“:)_+.

PARTICIPANT: But it beat heparin.

DR. THADANI: I realize that, but it was given as

a monotherapy compared to heparin if we are talking about

combination therapy. So we are comparing apples to oranges.

DR. TEMPLE: The question actually has not reached

that . Those are subsequent components of this question. It

is a very good question.

DR. PACKER: Actually, we have every -- if I

understand the way that Dan answered the question, he

answered it in a very comprehensive fashion. He said that

he would recommend it for approval, recommend it for

approval on top of heparin and that the dosing regimen would

be that the dosing regimen is centrally used in PRISM-PLUS.

As I understand it, Ileana and Tom agreed with him. John,

with a very slight modification agreed as well.

Udho ?

DR. THADANI: I would just say the same as long as

the PRISM-PLUS regimen is used and if we state one trial as
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a positive trial that is fine.

DR. PACKER: Okay.

DR. THADANI: We cannot use PRISM or other trials

with that.

DR. PACKER: But remember why Bob is asking the

question. Because of your -- you have modified what

everyone else has said with one clause, and that clause is

that you would vote yes based on

Bob is concerned about, although

this yet, is that you also voted

persuasive as one typical trial.

generally like to make

one typical trial. So

that .

DR. THADANI:

decisions

one positive trial. What

he has not actually said

that that one trial was as

This division does not

based on the strength of

he wants to know how you can say

All I am just saying is that one

trial beats the heparin which, again, Jeff alluded too as an

active competitor, but is driven by the soft endpoints. If

you believe in two trials, we do not have it, with one trial

is it positive? Bob was asking me can you use PRISM? I do

not think you can use PRISM data because that is

monotherapy. So that is irrelevant.

DR. PACKER: Do you think that the data that you

see is persuasive enough to you that the division should

deviate from its usual principles on which it approves

drugs?

8
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: Probably no. I do not think that

Now , it is possible that with one

trial which is positive and not only MI plus the soft

endpoint and effects persist, so I think that if you look at

that then one would have to say that this trial is positive

for those endpoints.

Now , I think that in the past we have been asked

different questions. Does that trial represent two trials.

Even Dan when he qualified said that it is one trial. He

never said that this was two trials when Dan qualified his

remarks.

DR. PACKER: The question that Dan answered is not

the question which is being asked right now. We have to --

as we have gone through this, you have specifically

clarified, Udho, the fact that your decision -- no one else

made this statement -- your decision was based on one trial.

so, Bob wants to know why you think that that is good

enough.

DR. THADANI:

else, how anybody else

trials because that is

Well, I have not heard anything

could make a decision on any more

the only positive trial that we have

had for combination arm. So how other people are making a

decision on what? Because the first trial is just Tirofiban

1imb. There is no heparin limb, so you can forget that. On

the RESTORE the primary endpoint is negative so that we have
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just one trial. I want to hear other committee members, how

they are saying that they are taking a composite endpoint.

Maybe Dan wants to say something on that.

DR. PACKER : Let’s take Udho’s point and broaden

it a little bit further. I think that the committee has in

its deliberations of the individual trials said that there

is one trial which is as persuasive as a typical trial and

there are two trials which are less persuasive than a

typical trial. If one looks at the usual decision-making

process and looks for two trials, then at a pure technical

level, and I want to emphasize that, we have not said that

there are two trials. So there is the -- is the committee

recommending yes because it considers two trials that are

less persuasive than a single trial but have some persuasive

power together with everything that they see in this

database? Does that add up to a second persuasive finding?

I hate to use the word trial because, you know, basically,

is there sufficient confirmation in the database to allow

you to conclude that the totality of the strength of the

evidence across three studies is equivalent to what one

would generally see in two positive trials? This is

essentially what this is really all about.

In other words, we said that one trial is good, a

typical trial. One trial is less than typical, one is --

another is less than typical. I got the impression from the
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yeses that --

DR. TEMPLE: That was a divided vote.

DR. PACKER: What is that?

DR. TEMPLE: It was six to

DR. PACKER: Six to four.

DR. THADANI: I think that

four on PRISM.

Right.

the other issue

you look at the PRISM-PLUS trial, you cannot combine

three trials. You only can talk about two. Because

PRISM I one of the limbs was dropped which was used in

is if

the

in

PRISM. So

trials. I

question.

PLUS .

I think that if you exclude that, there were two

think that we should be able to ask a fair

You should phrase it for RESTORE-PLUS, PRISM-

DR. PACKER: What the division wants to know --

DR. THADANI: It is a complicated question.

DR. PACKER: -- what the division wants to know is

not complicated. What the division wants to know is whether

you think that based on the totality of the evidence

provided to the committee which is essentially three trials

whether you think that the totality of that evidence is as

persuasive as the evidence that would be provided by two

typical trials. Remember that we did it in isolation. The

essence of this question is to do it all together. That is

the basis for approval. If it is not the basis for approval

but you still want to recommend approval, then you had

#

... . .
—
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better clarify why you would deviate from the usual

guidance.

DR. THADANI: Other people have worked on two

trials. I am not sure.

DR. PACKER: Okay.

DR. THADANI: Because what they agreed was what

Dan said that one trial is positive and other people agreed.

DR. LIPICKY: I will look back to seeing the

transcript. Because what I think I said, Udho, is that

there is one persuasive trial and then there is another part

of the package. That entire package together including the

persuasive trial and all of the other data we have seen make

me go towards approval. That is the message.

DR. PACKER: Dan, let me just then take what you

have said since you are the primary reviewer and I want the

committee to actually specifically vote on this. We can do

it very quickly looking at the totality of the data however

you want to calculate that. If you want to do one plus .8

plus .7, whatever you want to do, or if you do not want to

do it that way, you want to use a whole different conceptual

model . Is the totality of the evidence provided to the

committee on Tirofiban the same as or as persuasive as that

which would be typically seen in two typical -- in two

trials that you feel very comfortable with? How many of you

believe that the totality of the evidence -- just raise

>...,,.. .,
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hands? How many of you believe that the totality of the

evidence -- is there a qualification?

PARTICIPANT: The qualification has to come

because we are looking at question 12 now, and then there is

question 13 and 14. So the thing that drives my answer to

question 12 is PRISM-PLUS. I might have a different answer

for the others because -- and then some other trial will be

the core value and the rest is the periphery.

DR. PACKER: Okay, The data -- it is this

question. Just by a show of hands how many of you believe

that the totality of the data is equivalent -- totality

across three trials or any other information that you have,,,
~._-...—

is equivalent to that typically seen in two trials that you

are comfortable with?

[Show of hands.]

DR. PACKER: That is eight to two.

Okay. And, Lem, based on the fact that it is not

equivalent to two trials, votes no, and, Udho, you are the

only one who needs to provide an explanation.

DR. THADANI: My explanation is that I think that

PRISM-I is a very positive trial. To me, if you believe

that the endpoints are for death plus ischemia- driven,

which I believe is a very positive trial, that is one strong

trial as opposed to two. So I would put a qualifier there

,..,
j-..

that is all.

,..-
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DR. PACKER: Okay. We have to complete the vote.

JoAnn, please vote on question 12. You have already

explained the basis of a vote, but now you have to vote.

DR. LINDENFELD: All right. I would vote yes. I

think that the one strong trial, and one trialls primary

endpoint is positive. All of the data is consistent. The

events outnumbered the adverse experience by a fair amount.

DR. PACKER: Jeff?

DR. BORER: I think that Tirofiban should be

approved for treatment of patients with acute coronary

syndrome. I think that the data meet a reasonable standard

of reapplicability for a therapeutic effect with safety

acceptable for the intended use, I think that the regimen

that should be recommended is that which was used in PRISM-

PLUS and that, therefore, Tirofiban should be recommended

for use as an adjunct to heparin plus aspirin which we left

out .

DR. PACKER: Marv?

DR. KONSTAM: I agree with just pretty much the

way that Jeff said. I just wanted to say that, in

contradistinction to I think Udho’s construct, I find PRISM-

PLUS and extremely convincing trial and the data contained

in aggregate between PRISM and RESTORE more than enough for

the usual amount of confirmation that you need and that adds

up to a yes vote.
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DR. PACKER: Marv,

please realize that when you

208

I think that that is fine, but

voted on PRISM-PLUS you said

_&l._

that it was the equivalent to a typical trial.

DR. KONSTAM: I would like to change my vote.

DR. PACKER: Okay.

DR. KONSTAM: I will go to D. I knew you were

going to say that, Milton. I will make that a D.

DR. PACKER: Good. 13. Should Tirofiban be

approved for -- before we even do that, the vote on approval

is nine to one.

The vote on the reasons for approval, which is a

database equivalent to two typical trials is eight to two.

Ray and Bob, are any additional clarifications needed on

this issue?

PARTICIPANT: Are you going to ignore Tirofiban

alone?

DR. PACKER: No. We should consider that.

PARTICIPANT : I think you should.

DR. PACKER: Okay. Should Tirofiban -- let’s just

ask people should Tirofiban alone be approved for anything?

PARTICIPANT : Tirofiban plus aspirin.

DR. PACKER: Tirofiban plus aspirin on top of

conventional therapy be approved for anything? That is

actually part of question 12.

DR. THADANI: You cannot say conventional. The
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conventional therapy includes heparin. You have to specify

just aspirin.

DR. PACKER: This is taking Jeff’s guidance and

putting aspirin into the labeling. Does anyone on the

committee think just by a show of hands -- anyone think that

Tirofiban should be approved in the absence of heparin?

[Show of hands.]

DR. PACKER: The answer is nine to zero no, 10 to

zero no.

Are there any clarifications on 12? Bob? Any

other clarifications on 12?

DR. THADANI: On 12 I think that one of the other

things that I would like to say -- 1 brought up the issue of

non-steroidal and so did Jeff. I do not think that the non-

steroidals were allowed during the trial. The reason that I

am even mentioning that is that there is a nuisance

bleeding. If you give nonsteroidal, you might increase the

bleeding. So I just want to put some clarification that at

least the way I read it non steroidals were helpful during

the infusion time period.

Since the PRISM-PLUS is the one that we are

recommending which is two days before, and for at least a

longer period of time, we probably should caution people not

to use the non-steroidal during that time period.

DR. PACKER : Okay. Bob Temple, any other

*
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clarifications on either the vote or the rationale for the

vote for 12?

DR. TEMPLE:

DR. PACKER:

PARTICIPANT :

for 12.

DR. PACKER:

whole different issue.

PARTICIPANT :

DR. PACKER:

No.

Okay. 13. Sponsor is --

A subset of 12. It was a back-up

No. 13 cannot be skipped. It is a

For everybody?

No, it did not say that. There is a

specific incremental question in 13. The sponsor is

specifically asking for mention in their labeling that says

I think it is, including patients undergoing cardiovascular

procedures. I am not going to read the whole thing. The

committee has said unstable angina is -- acute coronary

syndrome is okay. The sponsor wants not only acute coronary

syndrome, it wants acute coronary syndrome including those

about to undergo a cardiovascular procedure. We need to

talk about that.

DR. TEMPLE: But what Bob says is true. If it is

for everybody with acute coronary syndrome, it covers those

who are about to undergo it, doesn’t it?

DR. PACKER: That is true, but the medical --

DR. TEMPLE: Let’s go ahead and discuss it.

DR. PACKER: -- Bob, the medial reviewer official

+

..—-.“.—.—.———— ..,..—.
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recommendation was to not allow that clause.

DR. BORER: No. I do not think that that was the

-- I thought that the medical reviewer’s point was that

absent acute coronary syndrome that there was no basis for

approving the drug for people who are just undergoing PTCA I

believe. Isn’t that right?

DR. PACKER: Could the reviewer clarify what was

the intent?

DR. CHEN:

indication. My view

they are a subgroup.

I think that there is only one

of restore and the PDC subgroup is that

My recommendation is based on PRISM-

PLUS . That is a whole acute coronary syndrome patient.

Whether it is approved for procedure subgroup cannot be

supported by this data.

DR. BORER: Procedure without acute coronary

syndrome, is that --

DR. CHEN: No, no.

DR. THADANI: I think that it is going on RESTORE

trial you were saying is not positive.

DR. CHEN: No. All of the patients with the acute

coronary syndrome should be approved. Whether you undergo a

procedure of revascularization or not cannot be sustained by

the specific data for an individual plan.

DR. PACKER:

interpretation of what

Jeff, that means that my

the reviewer said the reviewer is

.
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actually reaffirming.

DR. BORER: I do not understand.

DR. LIPICKY: That is okay. Look , there is a

logical -- a potential logical inconsistency. You could say

that people who are supposed to get PTCA should not receive

this drug based on restore. Then I think that you have to

explain yourself as to why you think that it is okay for

people who are going to get PTCA but have acute coronary

syndrome to get the drug because the distinction is pretty

subtle. That is the reason that the question is in there.

DR. PACKER: Is this the question that the

division still wants the committee to address or it can they

settle this in direct discussions with the company based on

their own sense of judgment? Do you need specific

recommendations and guidance in this matter?

PARTICIPANT: No.

DR. PACKER: Number 14. Should Tirofiban be

approved for the treatment of all patients who are about to

undergo PTCA, this means with or without unstable angina?

The rest of is self-evident. We will take a formal vote.

We will just start with Ileana. Yes or no.

[There was voice vote and the motion was denied

unanimously.]

DR. PACKER: Ray, Bob, any other questions that

you have for us?
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DR. TEMPLE: I just want to be sure that I

understand. So the fatal flaw in this is the stupidity of

having chosen the 30-day endpoint.

PARTICIPANT : In RESTORE.

DR. TEMPLE: At the short endpoint in RESTORE.

PARTICIPANT : That is correct.

DR. TEMPLE: In the short endpoint it looks like

every other trial.

PARTICIPANT : Right . That is exactly what the

committee is saying.

DR. TEMPLE: That is not a bad reason necessarily.

I just want to be sure that I understand it.

DR. BORER: But people in RESTORE had acute

coronary --

DR. TEMPLE: Only some did.

DR. THADANI: All of them did.

DR. TEMPLE: They had acute coronary problems.

This is asking about anybody. Let me understand. You are

saying the RESTORE population --

DR. PACKER: Since this meeting is not adjourned,

we have to make sure that what we are not doing is engaging

in sidebar chatter. Let’s make sure that this is on this

record.

DR. TEMPLE: In RESTORE people may well have had

acute coronary syndromes, but they only got therapy at the

...—
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time or shortly before they were going to PTCA. So that is

a different environment from the 48 hours that precede the

fact that some people got procedures. Was the vote just now

that it is okay to think of people -- of treating people

like that in restore or not?

DR. PACKER: Dan?

DR. RODEN: I wanted to say something earlier

about the issue of PTCA. As I look at the totality of the

data, it seems to me that the strong data is PRISM-PLUS and

it might be worthwhile to say something in the labeling that

said whether patients went on to get PTCA or not, there does

not seem to be any particular benefit or downside to that.

The major effect is in identifying the patients who have

unstable coronary syndromes and treating them. Does that

make sense? So that it is not -- it is a little bit

different from a drug where you might say that the

indication is that somebody with an unstable coronary

syndrome who is definitely going to have an intervention.

Because I think that the data are that the benefit is in the

unstable coronary syndrome. Whether patients get PTCA or

not, the way that the data stand, I am not sure that we can

say much that that is a beneficial thing on top of it.

DR. THADANI: I think that it is important to

emphasize that because in the PRISM-PLUS, I said and Jeff

said very clearly that infusion was given for two days.
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Only then the whole data is driven by that trial. What you

are asking is if a patient is going for a primary

angioplasty and you give that IIb/IIIa at the time of

angioplasty and that data is not positive on the primary

event . I buy your point, but the 30-day endpoint was known.

DR. PACKER: Okay. I just want to be clear. It

is not --

DR. THADANI: So we are saying use the PRISM.

DR. PACKER: Okay.

DR. THADANI: And if a patient needs angioplasty

you could go ahead and do that.

DR. PACKER: I just wanted to be sure. If they

had the since to chose a seven-day endpoint, they would have

won big. The rest of the data do not matter. I just want

to be sure.

PARTICIPANT: That was the reason -- I will

disagree with the rest of the committee then. That was the

reason why I said that we should accept that dosage from

RESTORE. Because if the seven-day endpoint looks the same

as PRISM-PLUS, and it is logically consistent that there are

a lot of people who are not going to wait two days, so we

had better give them a regimen that is applicable to the

clinical situation.

PARTICIPANT: The pharmacology is that you do not

have to wait two days. I mean, the drug, once it is in you
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ought to get platelet inhibition anyway.

DR. LINDENFELD: The onset was fast even in the

other bolus.

PARTICIPANT :

about that.

DR. PACKER:

DR. TEMPLE:

So I do not think you need to worry

Bob?

I think that basically the take-home

point for most of the committee is that if they did not make

their primary endpoint they do not get credit.

DR. PACKER: That is the take-home message this

time. That is not the take-home message with Carvatalaw and

stuff. I am not sure that I understand all of the

distinctions. I am going to work on it.

PARTICIPANT : You really know how to hurt a guy.

Your turn.

[Whereupon, the meeting was adjourned at 2:05

p.m.]
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[173,161 [173,191 [174,171 [174,2
31 [177,121 [200,41[201,51

30-(2 )[14,221 [93,81
30-0AY(15) [21,251 [31,51[36,11) I
65,211 [70,51 [106,31[110,91[110
,191 [117,61 [117,211 [122,21[126
,231 [172,81 [216,121 [218,161

30-M1NuTE(2) [11,181[12,111
300(1 )[63,71 -
31(1 )[159,51
32.1( 1)[65,251
323( 1)[97.51
333(1 )[96;151
338( 1)[90,31
34(2) [23,31 [64,121
35(1) [68,71
36-HwR(1) [122,121
361(1 )[179,51
368(1 )[73,11
37(1 )[142,21
======= ======= ============== ===

4 4 4
===s=========== ==========s=====
4.4(1 )[66,11
40(3) [56,101 [74,151[115,131
420(1 )[62,221
L3(2) [74,91 [74,101
45(1) [10,21
46(1) [71,151
47(4) [11,191 [64,181[88,201 [88,2

4i~54) [20,201 [21,211[22,191 [23,
71 [23,231 [30,211[31,21[36,121 [
36,141 [36,161 [45,71[45,241 [49,
121 [52,71 [52,151[54,211[55,171
[55,251 [56,21[56,31[56,141 [56,
191 [57,51 [60,61[62,1][65,21 [67
,61 [68,201 [75,61[86,201 [89,231
[90,5] [91,8] [107,20] [109,121 [1
11,51 [127,131 [127,181 [128,11 [1
38,1) [138,21 [141,121 [141,201 [1
43,231 [144,231 [147,121 [147,121
[149,11 [149,41 [176,131 [176,161
[185,51 [185,71 [217,121

68-(2) [17,201 [108,161
L8-HOUR(15) [21,171[22,241[24,12
[53,81 [58,4] [58,51[58,191 [60,2
1][61,19] [65,91[86,161[86,241 [
lo9,1i c141,161 t149j51

LC(l) [150,31
■ ✝✝✝✝✝ ✝✝✝✝✝ ✝✝✝✝✝ ✝✝✝✝✝ ✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍✍

5 5 5
=.=============================
5.3(1 )[23,61
5.6(4 )[22,251 [23,21[55,181 [71,1
71
5~~(3)[65,51 [85,171 [86,21
50(1) [30,101
50,000 (1)[133,61I1O.5(1)[131:13I
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529(1 )[33.31
59(1) [142;21
====================== =Zs===s .:
6 6 (
==================== ========== :

6-(1 )[37,61
6-1-1 -1(1) [38.231
6.3(l) [i32;81’
6.5(1 )[71,14]
6.8(2 )[41,141 [55,161
60(3) [13,81 [20,11 [30,221
600(2 )[73,111 [73,121
609(1 )[83,31
610(2) [83,251 [85,151
620(1 )[78,111
675(1 )[45,211
6c(2) [155,21 [160,221
6E(1)[160,22J
6MF(1) [120,221
======= ============== ======= ==:
7 7 i
===== ===== s=========s===~==.==:
7,200 (1)[5,111
7.0(1 )[86,51
7.8(1)165,41
70(6) [10,i31 [11,21 [11,211 [12,24
[65,111 [88,4]
71.3il)r90,201
72(2) [109,81 [114,11
735(2) [62,231 [78,231
========= ========= -- ---======:

8 8 E
========= ====-------- =========:

8.8(1 )[86,41
80(1) [191,51
84TH(l) [1,21
===== =========================:
9 9 5
===== ===== ===== ========----------------

9.3(1 )[64,171
90(8) [15,11 [69,91 [87,111[87,231
[87,251 [88,141 [88,181[131,51

90,000 (1)[132,201
93(1) [12,231
95(2) [11,251 [74,141
96( 1)[67,61
97(1) [67,111
99(1 )[88,221
======== =========. =====.=== ==.=
A A A
======== ========= ========= =.===
A.M.l(l) [1,1]
A29(1) [15,111
ABBOTT(1) [121,21
ABILITY(2) [117,81 [194,31
ABLE(8) [48,151 [117,231 [125,161 I
138,201 [139,11 [139,141 [170,151
[207,151

ABNORMAL(1) [137,161
ABNORMALITIES(1) [106,151
ABOVE(3) [33,173 [78,211[96,11
ABRUPT(2) [8,211 [112,71
ABSENCE(4) [73,71 [124,211 [161,15
[212,131

ABSENT(2) [73,31 [214,121
ABSOLUTE[15) [55,201 [65,221 [66,1
[66,81 [66,10] [71,14] [71,171[75
,171 [102,131 [103;181[10i,61 [IC
4,7I [116,22] [147,141 [171,171

ABSOLUTELY [39,241 [74,231 [87,
4] [124,161 [146,41 [146,71 [173,1

ACADEMIC(1) [97,171
ACCELERATING(l )[18,191
ACCEPT(5) [77,131 [161,81 [172,61 1
201,131 [219,51

ACCEPTABLE (9)[5,91 [11,61111,111
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[11,121 [12,21 [134,31 [134,111 [1
35,201 [21O,19I,C–—. V3LY(2)[188,1OI [188,121
\ ‘~G(l) [149,51
iL .4)t31,231 [31,241 [32,91 [3
3,Zd
\ccEssIBLE(l )[lo8,&l
lccIoENTs(l )[1O2,19I
(CCOMPANIED(l)[13,111
iCCCWPL1S+l(1)c36,251
tCCORDING(3) [58.11] [62,261 [140,
221
iccouNTs(l )[163,101
{CCRUAL(4) [115.21] [116,101 [120,
21 [121,91 - -
4CCUMULATE(2) cI02.71 [108.151
\CCLJMULATED(l)[109,1~l “
4CCLN4ULATION(1)[1O2,14I
\CCUSED(l) [166,71
\cHIEvE(2) [100,61 [100,7’3
icHIEvED(14)[ll ,21 [11,51 [11,211
[11,241 [12,31[12,201[12,241[14
,231 [15,191 [103,17I [103,181 [15
0,141 [1~,61 [174,231
icHIEvING(3) [5,71 [10,221 [12,11
\cRoss(16) [5,81 [9,71 [11,5] [11,2
01 [23,151 [23,181 [24,141 [66,221
[69,171 [90,191 [99,161 [99,171 [1
12,18] [135,21 [206,241 [209,173
iCROSS-THE-BOARD( 1)[85,241
kCT(3) [127,151 [167,31 [167,31
lCTION(l) [122,21
\cTIvEclO) [21,71 [25,181 [50,91 [1
00,211 [135,101 [146,131 [146,141
[147.91 [154,172 [204,201
iCTIV1TY(l)[18,131 ‘
\CTUAL(l )[160.21
‘—’ LLY(62)[~,41 [15,141 [15,171

I [16,18] [27,11] [30,21 [35,
,2,241[43,21 [44,241 [58,181

w,161 [62,81 [63,171 [73,22] [83
,131 [83,211 [85,22] [88,14] [90,1
21 [90,151 [94,151 [94,251 [95,51 [
103,25] [104,2] [106,3] [109,221 [
109,23] [111,13] [113,171 [126,22
[128,21 [129,171 [134,81 [140,121
[142,11 [145,191 [148,171 [152,17
[158,111 [160,11 [161,181 [161,23
[164,181 [172,61 [172,191 11%$,20
[173,231 [174,161 [177,71 [178,23
[187,141 [198,111 [199,211 [203,1
51 [203,181 [204.121 [208.211 [212
,61 [215,91 - -
\CUTE(44) [5,121 [6,24] [7,91[7,15
[24,111 [25,191 [99,51 [100,201 [1
02, il] [102;221 c105,2oI t107,31 [
108,4] [110,2] [110,161 [110,172 [
113,21] [125,18] [129,11 [139,191
[142,241 [145,41 [146,221 [146,25
[147,151 [148,21 [158,81 [199,51 [
199,18] [199,191 [200,21 [210,161
[213,231 [213,241 [213,25] [214,4
[214,121 [214,20] [214,23] [215,4
[215,161 [216,231 [217,21 [217,10
U3JTELY(1)[107, I1I
~(1)[50,231
mD(12) [28,31 [44,111 [61,131 [72,
22] [87,15] [89,6] [130,2] [130,13
[168,251 [189,41 [199,251 [206,20
!DDED(9) [7,24] [34,3] [34,8] [37,4
[40,51 [82,231 [96,12] [129,251 [1
‘- 161

“G(2) [14,21 [169,51
IoN(7) [2,21 [4,14] [6,IOJ [22

1 ,~J[29,31[68,11 [197,201
lADDIT10NAL(26j [14.41 [33.51 [33.6

[33,71 [33,101 [33,111[34,21 [36,
51 [36.91 [37.181 [37.191c38,111 I
38;15j [39,51 [53,11[53,21 [59,12
[60,21 160,51 [60,91[71,81 [71,2c
[116,111 [145,41 [178,81[211,191

ADDRESS(14) [3,21[6,151[33,11 [33
,21 [45,131 [45,151 [48,22][48,22
[49,11 [111,201 [125,61[139,251 I
183,161 C215,211

ADDRESSED [96,121[149,131
ADDRESSES(1) [1,91
ADDS(2) [178,21 [211,61
ADEQUATELY(2) [42,72[163,91
ADJOURNED(2) [217,51[220,11
ADJUDICATE(4) [32,41[33,221 [43,1
01 [43,24J

ADJUDICATED [21,41[25,201 [24
,181 [36,191 [38,41[39,72[43,181
[44,81 [56,101 [62,111[83,41 [85,
211 [86,111 [116,41[149,111 [149,
121 [156,91

ADJUDICATION [25,251[26,21 [2
6,31 [26,151 [27,31[~7,191 [28,71
[32,201 [32,231 [32,241 [37,151 [3
8,121 [43,71 [44,91[44,191[58,24
[59,41 182,177 [82,211[85,3] [96,
131 [124.11 [142,161

AOJUDICA~OR( l)[i66,111
ADJUNCT(2) [199,81 [210,221
ADJuNcTIVE(2) [31,41[200,11
ADJUST(3) [51,21[62,181[163,141
ADJUSTING(4) [80.161[162.111 [163
,51 [163,91” “ -

ADJUSTMENT(4) [51,61[63,211 [97,1
51 [162,201

AOMINISTEREDC5) [12.141[12.181 [2
1,141 [128,3i[i40,z21 -

ADMINISTRATIVE (3)[1,51 [58,11 [58
,21

AtIMISSION(l)[69,241
ADMISSIONS(l )[22,11
ADM1T(2) [46,221 [103,41
AL)MITTEO(l) [179,111
ADVANCEMENT(1) [194,31
ADVANTAGE(2) [182,201[182,221
ADVERSE [13,151[29,61[29,101
[35,131 [42,251 [43,91[57,25] [59
,11[59,3] [59,51[102,14]C129,20
[133,181 [133,191 [133,201 [133,2
11 [133,241 [210,121

ADVICE(4) [190,61[194,201 [196,16
[197,91

ADvIS&D(l)[190,21
AOVISORY(5) [1,31[3,251[4,51 [5,1
71 [6,131
AFFECT(4) [48,201[98,111 [126,91 [
169,101

AFFECTED(1) [99,1OI
AFFECTING( 1)[102,17I
AFTERNOON(1) [57,31
AFTERUAROS(l )[30,221
AGAIN(72) [13,20][13,221 [16,41 [1
6,41 [18,72[21,91[25,61[27,241 I
30,161 [31,251 [32,51[32,131 [32,
131 [33,21 [34,11[34,101[38,191 [
40,161 [42,31[52,191[53,101 [54,
31 [59,61 [60,241[61,191 [64,151 [
65,21 [65,61 [65,131[66,101 [66,2
01 [66,211 [68,141[70,61[70,101 [
71,10] [71,19] [73,19][75,13] [83
,41 [86,61 [86,81 [87,211[90,5] [9
8,131 [99,25) [101,7I[106,15] [10
8,101 [114,111 [115,11[115,3] [11
5,81 [116.211 [116.251 [117.91 111
8;24i[118,25j t119,15jt120,i]tl
31,51 [132,81 [132,151[?33,25] [1

58,161 [177,11 [191,11[191,101[’
97,211 [!97,221 [198,18] [204,19:

AGAi NST(7)[i6,241 [2i,71 [72,61 [~
2,71 [146,121 [146,121 [191,171

AGE(4) [19,251 [23,19][66,231 tll~
,91

AGENCY(9) [1,141 [2,15][72,111 [7~
,41 [74,111 [174,71 [177,151 [179(
11 [201,181

AGENCY’ S(1) [2,181
AGENOA(13) [1,71 [1,13][2,221 [3,’
61 [6,19] [24,21] [60,14][72,11 [’
11,191 [117,161 [129,161 [136,41 I
139,91

AGENTs(12) [7,16] [30,11[30,121 [!
9,151 [98,251 [!03,111 [116,151 [’
26,91 [132,61 [132,181 [189,181 [~
89,221

AGGLUTINATION(l )[14,181
AGGRASTAT(9) [1,211 [2,11[2,41[2,
71 [2,101 [2,201 [3,161[4,71 [6,7]

AGGREGATE(1) [211,41
AGGREGATION( 19)[4,16] [4,19] [5,[
[5,161 [6,251 [7,73[7,1OI [7,141 I
7,231 [7,241 [8,231[10,231 [11,2;
[13,241 [16,241 [18,91[99,2] [13$
.131 [140,21

Aggregation/INHIBI T1ON(l) [140,2

A:;REG04ETRY(2) [10,241 [16,251
AGONIST (1)[7,141
AGREE(21) [27,101 [28,71[105,211 I
106,251 [166,211 [169,251 [180,21
[185,14] [186,1S] [188,131 [188,1
S1 [190,241 [193,241 [198,21 [198,
161 [200,81 [200,101 [200,131 [20(
,131 [201,101 [210,251

AGREEO(6) [126,11] [149,101 [203,2
4] [203,251 [208,101[208,121

AGREEMENT(4) [26,131 [84,191 [84,;
21 [85,121

AGREES(2) [106,81 1123,41
AH(1) [49,41
AHEAD(5) [88,221 [95,161[170,31 [2
14,71 [218,231

ALARMED(1) [92,201
ALGoRITHM(2) [87,171 [192,121
ALIVE(1) [156,171
ALLOW(4) [77.151 [108,61 [206.231 I
214,91 - “ .

ALLOUED(6) [18,31[61,201 [98,141 I
117,51 [182,41 [212,231

ALLOIJING(2)[8,151 [145,201
ALLOWS(2) [81.131[85.101
ALLuDED(2) [1%,151[204,191
ALMOST(17) [19,201 [20,51[37,221 I
46.6] [46,91 [69.91[78,7’3[91.211
[9~,221 [i41,17j [141,181 [145,22
[152,16] [166,51 [172,61 [172,19]
[180,161

ALoNE(43) [5,31[17,231 [18,231 [2C
,141 [24.111 [24,151 [48,201 [53,t
[61,51 [61,111 [62,171[63,31 [63,
111 [63,181 [70,211 [72,131 [73,51
[74,91 [74,141 [84,181 [87,101 [91
,61 [113,61 [130,121 [130,131 [131
,21 [135,81 [142,191 [147,71 [152,
101 [152,111 [152,15] [153,191 [15
4,61 [162,11 [162,31 [162,25] [181
,i21 [188;25] [189,8] [192,23] [21
1,221 [212,11

ALONG(3) [25,161 [125,141 [177,171
ALPHA(15) [79,51 [79,91[79,91 [79,
141 [79,151 [80,251 [81,21 [81,71 I
81,191 [97,191 [150,131 [150,151 I
163.201 [171.101 fli36.91

ALPHABET (1)[156,15]
ALTER (1)[63,231
ALTEREO(l )[126,251
ALTERNATIVE(3) [45.31 [199.81 [201.—.
,141

ALTHOUGH(2O) [27,91 [29,211 [31,41
[31,61 [44.131 [65,81 [96,61[103,
61 [i05,211 [116,2~1 [143;23] [14i
,21 [146,81 [161,171 [164,17] [1~
,14] [180,24] [180,251 [187,161 [2
04,121

ALWAYS(6) [43,111 [47,131 [104,221
[117,25] [188,61 [188,181

AMONG(6) [23,141 [29,201 [30,21[17
3,161 [173,181 [192,41
AMoUNT(3) [149,151 [210,121 [211,5
AMPLIFY(1) [143,91
ANALYSES( 17) [22,61[22,14][22,16
[31,31 [63,241 [66,201 [76,17] [76
,20] [79,10] [80,11 [82,4] [86,11]
[86,121 [108,201 [113,71 [113,141
[141,71

ANALYSES [21,2.41C34,141 [44,1
81 [45,101 [47,1] [47,11[47,6][47
,12] 147,19] [50,18] [59,10] [60,4
[62,191 [63,11[63,231 [67,121 [67
,16] [69,19] [69,20] [69,25] [70,1
[70,4] [70,24] [75,9][75,23] [76,
151 [76,241 [77,71 [77,131 [78,11[
78,201 [81,181 [81,201 [83,23][83
,24] [85,51 [85,61 [87,131 [88,51[
92,71 [92,171 [93,11] [97,41 [97,1
31 [97,141 [98,81[102,231 [105,11
[105,2I c105,12I [105,241 [106,41
[106,5I [106,6I [106,201 [108,111
[109,25] [113,16] [113,173 [115,1
1] [115,251 [116,61 [118,25] [142,
121 [142,15] [162,6] [162,14] [163
,21] [165,201 [186,191 [186,211

KNALYZE(2) [58,111 [58,131
ANALYZED(1) [58,151
KNALYZES(l )[111,171
ANATOMY(2) f46,171[lll,241
L.NDA(l) [174,111
kNGELS(l) [81,211
kNG1NA(63) [3,131[3,201 [5,131[6,
31 [7,20] [8,21[9,11[9,211[10,11
[10,51 [10,81 [14,91 [17,151 [17,1
61 [19,191 [20,121 [20,172 [22,11[
23,191 [24,101 [28,201 [31,!8)[32
,61 [33,12] [36,171 [45,6][45,71[
60,181 [61,91 [62,10] [66,23][69,
21 [89,91 [98,11 [101,21 [110,241[
111,241 [113,231 [114,15] [124,25
[129,21 [13O,1OI [134,41 [134,241
[135,141 [135,211 [135,251 [157,6
[159,251 [167,211 [168,51 [168,22
[179,101 [179,121 [179,141 [191,1
81 [194,11 [197,151 [197,161 [198,
81 [198,91 [213,231 [216,31
4NGINA/NON-Q-UAVE(l )[128,231
ANGINAL(3) [20,231 [28,231 [28,241
kNGIOGRAM(6) [8,61[46,181 [87,161
[89,11] [114,51 [192,21]

kNGlOGRAMMED( 1)[93,231
ANGIoGRAMS(18) [29,4] [30,23] [55,
41 [67,51 [67,101 [67,121 [72,111 [
73,121 [73,121 [73,191 [87,121[87
,22I [87,24] [88,11 [88,21 [89,61[
89,14] [95,211
NNGIOGRAPH1C(9) [29,41 161,131 [67
,31 [67,71 [67,211 [68,91[68,231 [
126,21 [126,101
ANGIOGRAPHICALLY(I )[72,201
ANGIoGRAPH1cs( 1)[126,51
ANGIOGRAPHI ES(1) [94.61
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\NG10GRAPHY(33) [3,211 [6,41[8,51
[9-+K1._[18,41[23,251 [30,181 [30,
.. 201 [30,211 [46,161 [54,23

[61.211 [68.211 [69,81 [69
;-I...09~21i [87,22) [88,17j [89,9
[90,111 [93,191 [94,81 [94,121 [94
,131 [94,151 [94,161 [101,11 [126,
151 [131,61 [134,221 [136,11
~NGIOPLAST1ES(3) [119,121 [119,14
[119,171 -
~NGIOPLASTY(66) [6.41 [9,161 [9,20
[9,221 [9,221 [li,~l [19;71 [24;11
[55,251 [57,61 [61,11 [61,11 [61,2
11 [61,221 [68,211 [69,121 [70,91 [
71,31 [71,61 [71,101 [71,131 [71,2
11 [87,141 [88,81 [88,231 [89,131 [
89,161 [90,141 [92,31 [94,2] [94,3
[94,41 [96,31 [98,241 [102,18] [11
2,11 [112,131 [112,173 [114,172 [1
16,121 [116,151 [117,91 [117,101 [
117,121 [119,19] [119,201 [120,21
[121,81 [129,31 [129,81 [129,121 [
132,161 [134,101 [134,221 [135,11
[135,!31 [136,21 [179,81 [179,91 [
179,101 [179,241 [184,71 [201,221
[218,141 [218,151 [218,221
\NGIOPLASTY/ATHERECT@4Y( 1)[3,22
\NIMAL(l) [10,251
\NNOUNCEMENT( 1)[1.91
iNNOYING(l) [169,61
\NSUERED(5) [31.151 [143.101 [203,
191[203;201 [265,151 -
insuring [161,231 [184,141
\NSUERS(4) [24,211 [72,11 [117,161
[136,41
\NTAGONIST(1)[106, 221
\pYF~~DENT(~) [23,20] [23,21] [66,

6.251
1)[8,191

L.. ANGINAL(l) [59.181
\NTI-PLATELEl(9) 18;91 [14,31 [53,
41 [53,61 [59,151 [99,171 [129,211
[130,51 [140,161
\NTI-THROMBI N(3) [8,101 [14,31 [12
9,221
\NTICIPATE(3) [92,51 [102,211 [103
,213
iNTIPLATELET(6) [17,25] [26,161 [4
8,201 [85,101 [97,251 [99,11
iNTITHROMBOTIC(4) [29,221 [30,11 [
30,51 [30,24]
\NYB(DY(4) [44,24] [163,12] [205,2
31 [217,31
tNYBCCtYiS(l)[182,111
INY340RE(4)[103,61 [163,191 [180,2
1] [193,81
~NYONE(7) [14,121 [141,11 [142,61 [
152,241 [188,201 [212,111 [212,12
iNYUAY(2) [50,191 [219,131
IPART(2) [101,31 [101,17I
iPPARENT(4) [49,15] [63,91 [100,15
[133,151 -
~PPARENTLY(l )[101.191
\PPEAR(3) [6,121 [99,181 [176,161
\PPEARANCE(2) [1,111 [2,151
(PPEARED(1)[13,6)
LPPEARS(2) [5,221 [65,121
PPLES( 1)[203,131
PPLICABLE(2) [49,191 [219,91
PPL1cATION(2) [4,61 [105,251
PDLy( 1)[80,8]

“’ING(l)[86,81
CIATE(3) [99,141 [123,251 [18

~

APPRoAcH(4)[1O 13] [104 24] [108

APPROACHED(1) [66,121
APPROACHES( 1)[1O1,7I
APPROPRIATE( 18) [5,21 [46,131 [63,
211 [100,201 [101,241 [102,231 [10
3.161 [105.111 [105.131 [105,1511
1~7,151 [1~8,121 [1~9,201 [157,25
[In,lol [190,41 [190,41 [190,151

APPROPRIATELY(2) [35,171 [79,21
APPROVABILITY(l )[143,111
APPROVABLE(2) [144,191 [201,191
APPROVAL(9) [87,11[203,211 [203,2
21 [208,3] [208,41 [208,51 [208,17
[211.161 [211,177

APPROVE(3) [161,21 [201,811201,10
APPROVED [105,91[138,51 [138,
181[138,191 [138,231 [139,181 [14
4.161 [145.131 [145.151 [199.51 [1
9;,14i[199,161[200,11 [200;161 [
210,161 [211,151 [212,11 [212,51 [
212.131 [214,211 [215.41 [216.21

APPROVES(2) [201,181 [205,21
APPROVING( 1)[214,131
APPROXIMATELY(5 )[4,121 [63,71 [81
,141[89,151 [120,141

APRIL(1) [3,61
APTT(6) [49,251 [50,11 [50,11 [50,2
[50,211 [51,181

APTTS(2) [51,121 [51,211
ARBITRARY( 1)[I04,171
AREA(2) [34,71 [37,51
ARGUE(2) [118,121 [124,201
ARGUMENT (2) [72,171 [75,21
ARGUMENTS(1) [77,221
ARISEN(I) [26,161
ARM(23) [63,31 [63,111 [63,121 [63,
22I [72,141 [79,81 [79,91 [80,231 [
80,251 [81,21 [81,121 [81,171 [91,
61 [91,91 [91,101 [92,17] [93,77 [1
54,181 [154,191 [162,211 [162,251
[163,11 [205,251

ARMED (1)[80,211
ARMS(5) [72,131 [79,11 [80,221 [81,
71 [153,251

AROSE(1) [38,71
AROUND (6)[37,1OI [119,201 [121,71
[184,71 [199,111 [199,121

ARTERIAL(3) [7,171[131,241 [132,1
o]

ARTERY(4) [5,15) [8,71[19,5] [69,1
31

ARTICLE(1) [181,131
ARTIFICIAL(l )[147,191
ASIDE(1) [28,181
ASK(28)C3,21 [14,121 [24,191 [33,2
21 [34,171 [35,201 [37,2] [77,211 [
78,251 [82,191 [84,241 [88,111 [90
,221[101,111 [108,211 [117,141 11
18,171 [129,51 [129,141 [139,251 [
140,131 [140,141 [147,61 [150,201
[196,41 [203,41 [207,151 [212,1)

ASKED (22) [33,181 [39,201 [45,111 [
47,31 [77,91 [82,31[83,11 [111,13
[121,241 [150.21 [150,11) [150,16
[150;17J [153;41 [164;231 [175;11
[177,41 [177,81 [184,151 [188,111
[205,10I [205,161

ASKING(23) [1.41[27.71 [32.111 [32
,131 [39,231iloo,lol [io8;181 [10
9,31 [150,4] [150,71 [162,121 [162
,231 [176,121 [183,81 [184,51 [192
,251 [193,11 [193,51 [204,81 [204,
221 [213,201 [217,31 [218,131
ASPECTS(5) [7,161[7,181 [9,71[10,
51 [129,191

AsP1RIN(24) [7,161 [7,231 [11,161 [

11] [53,51 [67,11 [112,91 [115,21 [
187,10] [187,16] [187,17] [187,19
[186,181 [189,31 [?89;71 [210,221
[212,21 [212,41 [212,91 [212,111

ASPIRIN/HEPARIN( l)[188,241
ASSESS(3) [10,41 [163,151 [166,101
ASSESSED(3) [67,151 [68,21 [126,15
ASSESSMENT(2) [31,51 [31,91
ASS IGN(l) [97,191
ASSIGNING(l )[B3,221
ASSISTANCE (1)[27,151
ASSOCIATED (2)[5,81 [12,71
ASSUME(2) [79,31 [138,51
ASSUMED (1) [96,171
ASSUMING(2) [60,41 [165,221
ASSURANCE(1) [145,71
ASSURE(2) [103,25] [196,231
ASSURED(3) [101,221 [104,61 [128,9
ATHERECTWY(3) [6,51 [112,41 [136,
79

A7;EROSCLEROTIC(2) [5,151 [7,101
ATTACH(2) [143,241 [163,221
ATTACK(1) [45,81
ATTEMPT(7) [18,161 [37,181 [61,151
[113,61 [163,141 [170,71 [194,61

ATTRIBUTABLE(4) [142,251 [177,201
[187,91 [187,181

AUOIENCE(I )[1O6,211
AUSP1CES(3) [22,41 [62,141 [113,12
AUTOMATICALLY(1) [188,11
AUTOM081LE( 1)[1O2,18I
AVAILABLE(4) [6,121 [67,101 [110,2
[139,s1

AVERAGE(3) [90,201 [94,131 [131,71
AUARDING(l )[192,111
AUARE(l) [2,241
AUAY(3)[102,9I [191,61 [194,111
AUFUL(1)C195,7J
===== ==========================
B B B
=========== ========= ========= ==

BACK(23)[1O,16I [17,151 [33,171 [3
4,2I [35,14] [40,151 [43,251 [49,9
[50,191 [51,51 [59,251 [60,31 [74,
1] [84,41 [85,151 [89,251 [107,101
[128,151 [146,15] [157,61 [160,25
[167,71 [208,121

BACK-UP(1) [213,131
BACKGROUND (4) [5,181 [5,241 [29,24
[63,51

BAD(13) [47,151 [128,101 [139,151 I
147,101 [157,251 [158,31 [159,161
[161,81 [161,81 [163,71 [192,181 [
197,171 [216,201

BAG(3) [50,81 [50,111 [50,121
BAGS(2) [50,51 [50,81
BALANCE (1)[150,31
BALANCED (1)[176,191
BAR(2) [100,5) [100,71
BASED(39) [1,131 [8,61[10,251 [19,
81 [34,151 [36,181 [43,11 [43,221 [
67, 13] [67,171 [69,41 [69,201 [70,
1] [78,9] [78,121 [78,141 [80,231 [
84,6] [89,51 [89,111 [98,101 [114,
2] [146,31 [161,181 [162,141 [163,
211 [lti,lll [169,141 [189,141 [18
9,19] [202,171 [204,111 [204,151 [
205,191 r207,221 [209,221 [214,19
[215.141 [215.231

3AsELiNE(2) [19,211 [114,71
3ASICALLY(6) [37,161 [82,191 [108,
111 [179,141 [206,221 [219,171
3As1S(11) [4,161 [22,151 [47,21 [60
,191 [61,17) [68,251 [201,191 [208
,31 [208,41 [210,81 [214,121
3EAR1NG(1) [185.201

BEAT(2) [186.81 [203.101
BEATS(i) [20~,i91 ‘
BEAUTIFULLY( 1)[122,201
BECAME(3) [104,51 [137,171 [137,11
BEcw4E(2) [100,151 [162,131
BECOMES (6)[1OO,7I [124,211 [124,;
21 [127,71 [157,4] [158,171

BEFORE-HAND( 1)[118,141
BEGIN (6)[1 .41 [72.31 [127.251 [15(
,251 [155,51 [175;131 -

BEG INNING(3) [4.41[125.211 [160.!
BEHOLDER(i)[102,251 - “
BEING(39)[3,101 [15,211 115,221 [1
5,221 [25,211 [25,211 [30,141 [30,
16] [35,71 [35,71 [38,4][50,19] [5
1,181 [55,101 [63,22] [80,41[86,2
51 [88,22] [90,231 [92,61[92,141 [
102,151 [103,7I [107,121 [114,51 [
115,111 [122,151 [128,31[133,241
[150,111 [150,161 [150,161 [153,4
[168,81 [172,131 [174,51[175,11]
[189,181 [205,16]

BELABOR(I) [28,91
BELABORING(1) [81,41
BELIEFs(l) [147,241
BELIEVE [5,191 [5,231[49,61[7
7,241 [77,251 [82,251 [98,151[106
,31 [129,71 [129,101 [134,31 [135,
211 [144,131 [146,141 [153,81 [185
,51 [189,171 [192,10] [199,2] [204
,211 [209,51 [209,61 [209,151 [210
,1] [210,3] [214,141

BELIEVED(2) [56,211 [98,101
BELIEVES(l )[181,171
BELIEvING(l )C197,161
BELL(2) [3,241 [4,1)
BELou(l) [186,141
BENEFIcIAL(5) [52,91 [118,151 [174
,1] [181,17] [218,71

BENEFIT [8,11] [9,4][9,24][9,
251 [14,51 [23,221 [47,241[52,121
[61,161 [63,181 [64,231[65,12] [6
5,201 [65,231 [66,71 [66,171 [67,9
[68,191 [68,221 [69,11[70,221 [71
,21 [71,81 [71,161 [71,201 [71,221
[74,91 [74,17) [75,71[75,111.[75,
16] [77,18] [87,91 [87,171[8B,31[
88,91 [90,251 [93,121 [93,131 [99,
12] [100,12] [101,231 [104,111 [11
5,141 [117,21 [118,91 [134,181 [13
5,20] [138,11 [138,21 [144,11 [173
,16] [174,5] [188,91 [188,13] [201
,3] [217,22] [218,4]

BENEFIT-RI SK(1) [134,31
BENEFIT ING(l) [118,61
BENEFITS(6) [9,61[65,161 [71,241 [
75,18] [134,231 [135,51

BEsIDE(l) [59,151
BEST(8) [37,14] [45,21[72,21] [76,
14] [108,181 [108,251 [122,161 [16
6,51
BET(3) [162,81 [166,141 [166,141
BETA(1) [191,121
BETA-BLOCKERS(2) [25,121 [59,191
BETTER(18) [45,151 [90,161[105,61
[138,241 [144,231 [146,171 [147,9
[147,111 [166,131 [166,141 [177,2
21 [194,211 [194,241 [198,151 [198
,201 [198,211 [208,51 [219,91
3ETuEEN(46) [16,81 [16,17][17,71 [
26,13] [30,11] [57,18] [59,1] [59,
20] [64,21] [66,141 [67,61[67,101
[72,171 [73,161 [74,221 [74,231 [8
9,251 [90.9] [91,81 [91,121[94,14
[94,211 [i03,11tl15,201 [119,11[
119,2] [120,141 [121,21 1130,231 [
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I ‘--L15~,101 [155,21 [160,61 [161;31 I
l_7” ‘R] [178,25] [179,11 [179,22]

[183,161 [l~,lol [198,24

B:Yw(+) [52,73 [71,211 [87,41 [14
9,41 [155,171 [162,241 [163,41
BIAS(1) [107,17I
BIG(6) [73,231 [138,161 [145,131 [1
49,161 [149,173 [219,11

BIGGER(2) [127,81 [127,81
BIND(1) [77,251
BINDING(4) [4,141 [7,31 [7,s1 [139,
111

B1ocHEMICAL(l )[158,4I
BIOLOGY(1) [1O1,23I
BIT(27) [24,231 [29,171 [29,251 [36

B
E
B

,71 [49,17i c49,21] [75,11 [84,161
[88,241 [89,151 [90,121 [94,51 [13
7,171 [140,71 [145,71 [145,251 [15
5,121 [160,61 [162,21 [168,91 [177
,73 [185,31 [189,241 [194,131 [197
,21[206,91 [218,11
ILACKS(1)[20,31
~LAMED(l)[~,121
iLEEDING(79)r5.91 [11.71 [11,73 [1
1,81 [12,21[12;31 [12;51 [12;61 [1
2,81 [12,81 [12,231 [13,11 [13,51 [
13,61 [13.71 [13,91 [13,121 [13,15
[13,231 [13,251[14,6] [16,141 [16
,141 [16,16] [16,161 [16,17] [16,1
81 [16,211 [16,231 [16,231 [16,251
[17,11 [17,41 [17,61 [17,71 [17,71
[29,81 [29,101 [29,131 [93,41 [113
.61[129.191 [129.231 [129.241 [13
b,31[130,61 [130;93 [130,121 [130
,161 [130,161 [130,21] [131,81 [13
?–”+’ [131,131 [131,251 [132,71 [1

[133,191 [133,201 [133,241
II[135,171 [136,91 [187,81 [

la,,91 [187,121 [187,211 [187,241
[187,241 [188,8] [188,101 [189,21
[189,51 [189,91 [189,181 [189,251
[197,161 [212,251 [213,11
LEEDs(2)[136,151 [189,211
‘LIND(6) [49,231 [50,41 [50,151 [51
,101 [51,161 [51,171
L1NDED(10) [21,51 [22,121 c39,251
[40,61 [40,73 [43,181 [49,181 [62,
12] [67,11] [116,4]
‘LINDING(I)[50,141
BLINDS(1) [52,51
BLOCK(2) [7.161 [117.191
6Loctii(2j [7,241 [9,31
BLoCKER(2) [25,121 [191,121
BLOCKERS(1) [59,201
BLOCKING(2) [4,141 [7,53’
BLOOd(7) [25,131 [29,11 [50,161 [67
,141 [68,11] [106,141 [128,121

BLURRED(1) [194,51
BOARD(4) [22,51 [62,151 [113,131 [1
62,7I
BOB(24) [44,151 [80,41 [82,41 [129,
41 [137,24] [172,211 [174,21 [174,
31 [1~,4] [177,8] [194,12] [202,1
31 [202,18] [204,8] [204,12] [204,
22] [205,20] [211,19] [212,18] [21
3,8I [214,3] [214,8] [216,8] [219,
161

BOB’S(2) [110,211 [127,221
BDOIES(1)C157,71
RP=(2) [5,191 [123,21

‘(1)[8,151
.15)[15,171 [15,181 [15,211 [

I J-,L21 [15,25] [16,41 [16,51[16,1
01 [112,24] [120,221 [140,41 [140,

10] [140,131 [140,151 [219,151
BOLUSES(3) [15.231 [51.81 [51,91
BOOK(1) C111,181 -
BOOKS(2) [29,171 [188,81
BORER(18) [2,121 [2,191 [29,161 [31
,1] [104,141 [144,101 [146,41 [146
,111 [146,191 [148,11 [188,51 [196
,191 [198,151 [21O,15I [214,101 [2
14,231 [215,101 [216,231

BORER’ S(1) [59,91
BOTH(43) [7,161 [8,241[11,71 [11,1
0] [14,51 [15,221 [18,61 [18,81 [18
,141 [18,181 [18,251 [27,251 [54,1
5] [60,161 [70,181 [86,7] [92,101 [
92,231 [95,131 [110,31 [111,141 [1
20,211 [124,201 [135,191 [138,51 [
138,181 [138,181 [138,221 [139,41
[142,111 [142,201 [152,141 [152,2
0] [152,211 [160,101 [174,171 [182
,1011182,131 [183,211 [183,251 [1
86,171 [193,41 [200,131

BOTHER(I) [1OO,8I
BOTHERS(1) [154,191
BOTTOM(2) [126,171[156,161
BOX(1) [142,111
BREAK(2) [51,161 [139,71
BREAKDOWN(2) [89,141 [125,41
BREAKING(1) [76,211
BREAKS(1) [84,11
BRIEF(1) [4,21
BRIEFED(1) [51,231
BRIEFLY(6) [24,91[63,51 [68,161 [1
17,41 [118,241 [129,171

BRING(2) [15,61 [IL8,241
BRINGING(1) [170,61
BRINGS(1) [178,231
BROADEN(1) [206,81
BROADER(2) [19,91 [113,201
BROKE(2) [101,31 [177,51
BRoKEN(l) [51.181
BROUGHT(5) [6;111[36,91 [138,111 [
170.71 [212.211

BUILD (l)[20i ,151
BUILD ING(l) [1,241
BULL(1) [183,201
BUMP(4) [159,131 [159,161 [159,171
[191,41

BUMPS(1) [157,91
BUROEN(4) [61,151 [67,191 [68,111 [
134,191

BUSINESS(I) [186,23J
BUY(1) [218,161
BYPASS(17) [8,73[19,61 [69,131 [69
,211 [70,91 [71,31[88,71 [89,131 [
92,21 [94,10] [94,181 [94,211 [94,
22I [94,241 [94,251 [95,81 [96,41
=.======= ========= ========= ==.=
c c c
■ ======== ========= ========= ====
CABBAGE(2) 188,231 [120,231
CALCIUM(2) [25,121 [59,191
CALCULATE(2) [145,191 [208,23]
CALCULATED(2) [75,171 [76,173
CALCULATION(1) [145,211
CALCULATIONS(2) [46,221 [146,3]
CALIFF(2) [1,251 [160,241
CALL(1) [17’5,11]
CALLED(6) [9,91[17,181 [88,15] [13
7,251 [137,251 [139,211
CAME(6) [17,111 [59,251 [96,21 [163
,111 [164,121 [173,231

CANCER(1) [102,18I
EANNOT(19) [35,91 [40,121 [42,181 [
54,1] [78,4] [96,6][108,101 [136,
18] [157,12] [160,101 [177,25] [18
7,15] [203,8] [204,6] [207,11] [21

2,7] [213.151 [214.221 [215.51
CAPTURED(i) [54,14j -
CARDIAC [3,191 [6,21 [7,191 [7,
211 [10,111 [19,21 [23,41 [24,121
28,241 [45,191 [48,61 [63,101 [65,
201 [66,51 [68,181 169,73 C91,211
93,61 [114,41 [131,19] [134,21 [7:
4,16] [135,91 [135,241 [139,191
CARD IOGENIC(l) [158,71
CARD IOLOGIST(l) [53,211
CARDIOLOGISTS(5) [25,181 [25,241
27,10] [27,251 [28,21

CARDIOVASCULAR(3) [1.31[213,211
214,11
CARE(6) [21,81 [51,61 [53,51 [134,;
[162,101 [190,191

CAREFUL (5)[26,241 [100,21 [186,72
[191,131 [197,251

CAREFULLY-CRAFTED(1) [200,173
CARES(1) [11O,15I
CARRIED(2) [4,231 [46,91
CARRY(1) [46,111
CARVATALAU( 1)[219,211
CASE(27) [27,19] [28,11 [28,211 [3Z
,51 [33,191 [33,201 [33,231 [35,17
[38,1] [38,131 [39,3] [39,81 [39,$
[40,31 [40,221 [41,11 [55,81 [56,i
41 [59,61 [60,7] [111,51 [113,111 I
138,171 [145,22] [152,201 [155,2;
[165,8)

CASES(18) [28,51 [33,71 [33,81 [40,
221 [44,101 [47,31 [47,41 [51,151 I
51,171 [56,51 [60,51 [60,91 [86,1(
[133,21 [133,51 [137,141 1152,61 I
189,251

CATCii(l)[108,231
CATCH- (1)[87,181
CATCH-UP(2) [108,15I [123,71
CATEGORIES(2) [57,231 [57,251
CATEGORY(4) [57,251 [58,11 [105,2(
[188,11

CATH(5) [54,141 [55,101 [88,191 [1$
1,71 [191,81

CATHED(l) [88,211
CATHETERIZATION(7) [55,71 [57,41 I
57,51 [112,171 [112,241 [126,121 I
130,31

CAUCASIAN(2) [20,31[114,111
CAUSE(7) [21,21 [61,81[92,161 (112
,81 [119,71 [189,9) [197,151

CAUTION(3) [70,41 [76,81 [213,61
CAVIL(1) [104,25I
CCS(2)[51,71[51, ~
CEC(7)[41,1OI [41,121 [41,151 [41,
251 [55,11 [55,191 [90,11
CEC’S(l) [165,61
CENTER(1) [1,151
CENTERS(2) [126,111 [126,111
CENTRALLY(1) [203,231
CERTAIN(6) [26,191 [146,71 [148,31
[193,11 [197,31 [198,241

CERTAINLY( 10)[8O,8I [100,161 [101
,18] [105,6] [140,51 [144,173 [147
,91 [154,211 [164,141 [188,161

CERTAINTY(l )[147,141
CESSATION(4) [30,11 [30,61 [30,71 I
133,41
CETERA(2) [183,171 [183,181
CF(l) [192,171”
CHAIRMAN(4) [3,241 [42,161 [59,241
[102,11

EHANCE(6) [88,22] [92,241 [93,161 I
142.251 [153491 [177.211
EHANGE(15) [35,171 [3?,91 [48,211 I
103,19] [106,241 [124,71 [158,231
[164,191 [168,2] [168,241 [169,21

[170,14][170,15] [190,11][211,1
01

CHANGED(3) [41,181 [86,171 [86,221
CHANGES(11 )[25,8] [40,181 [41,231
[53,15] [53,19] [53,24] [54,3][54
,121 [92,23] [168,181 [192,15]

CHANGINC(2)[26,9J [104,221
CHANNEL(2) [25,12] [59,19]
CHARACTER] STICS(l )[180,121
CHARACTERIZE(2) [187,71 [187,211
CHART(2) [50,201 [50,231
CHATTER(1) [217,7]
CHECK(1) [16,241
CHECKED(1) [198,1OI
CHECKING(2) [35,131 [40,171
CHEN(3) [214,171 [214,251 [215,31
CHEST(12) [18,191[18,211 [53,151[
53,191 [53,201 [54,131 [124,5] [13
7,161 [169,31 [192,81 [192,14] [19
8,71
CHOICE(6) [45,4] [47,11] [94,6] [11
6,16] [118,211 [118,221
CHOOSE(5) [100,16] [161,3] [161,41
[172,17’I[177,141

CHOSE(3) [119,31 [172,8] [218,251
CHOSEN(7) [12,131 [21,20] [98,7][1
72,71 [173,91 [173,111 [216,121
CINDY(1) [1,251
CIRCUMSTANCE(1) [138,8]
CITED(1) [186,191
CK(5)[122,1OI [122,111 [122,121 [1
25,61 [125,221
CLARIFICATION(4) [34,20] [40,5][8
6,151 [213,1]
CLARIFICATIONS( 4)[211,19J [212,1
81 [212,191 [213,91
CLARIFIEO( 1)[205,18J
CLARIFY(9) [26,1] [72,23] [78,6][1
46,91 [157,171 [194,121 [202,31[2
08,51 [214,151
CLASS(5) [9i3,25J[103,111 [104,91[
170,91 [1844221
CLASilFICATi ON(3) [67,14] [136,12
[136,151

ELASSIFICATIONS( 1)[73,41
CLASSIFIED(3) [57,8] [57,111[136,
151
CLASSIFY(1) [55,6I
CLAUSE(3) [204,10] [204,10] [214,9
CLEAN(I) [167,61
CLEANING(2) [167,21 [167,51
CLEANUP(2) [33,141 [35,111
CLEAR(14) [31,161 [67,201[68,121[
79,161 [92,51 [117,71 c154,31[159
,151 [173,91 [174,41 [174,41 [192,
251 [202,191 [218,181
:LEAR-CUT(l )C118,101
CLEARLY(7) [36,16] [108,6] [134,24
[148,161 [174,!31 [202,81[218,11

CLIMATE(1) [166.81
CLINICAL(58)[4;31 [4,181[4,201[4
,231 [5,11[5,111 [6,19] [7,81[7,2
51 [8,31 [9,51[10,251 [14,51 [14,1
51 [16,131 [17,221 [19,31[19,121[
21,191 [25,181 [26,51 [28,181[29,
51 [47,131 [60,231 [66,231 [67,51[
68,131 [69,11 [69,231 [89,71[90,7
[94,191 [111,111 [114,11 [114,21[
115,141 [118,211 [122,121 [122,15
[124,41 [125,201 [133,51 [133,131
[134,61 [134,181 [134,201 [135,13
[139,211 [158,81 [165,141 [184,10
[184,211 [189,161 [190,211 [196,2
3] [200,201 [219,101
CLINICALLY(II) [3,221[6,51[9,161
[18,51 [61,11 [67,61 [104,19I [121
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,25] [130,81 [136,21 [157,251
CLINICALLY-(1 )[122,221
r- -4LLY-RELEVANT(9) [98,91 [12

“,123,51[123,81 [123,101 [12
[123,191 [158,51 [192,41

c;INIcIAN(2)[103,17I [118,31
CLINICIANS(l )[145,141
CLOSE(2) [96,101 [98,121
CLOSELY(1) [92,41
CLOSER(1) [186;161
CLOSURE(3) [8,211 [112,71 [173,241
CLOT(3) t8;i5i[8,161 [98,141
CLOTTING(4) [7,171 [7,181 [18,’
139,131

COAGiJLATION(l)[14,41
CODE(1) [51,11
COGNIZANT(1) [99,41
COHERENT(1) [170,161
COHORT(10) [46,11 [70,151 [71,’
73,131 [73,151 [76,131 [77,11
21 [77,31 [94,61

01 [

11 [
77,

COHORTS [70,1)[70,31 [70,31 [7
0,16] [73,101 [75,23] [76,111 [76,
121 [76,221 [76,231 [77,61 [93,131

COLLEAGUE(1) [191,73
COLLECT(1) [30,71
COLLECTED(1) [124,31
COLLECTION (1)[158,171
COLLECT IVE(l) [156,181
COMBINATION(20) [3,181 [6,11 [10,1
81 [13,171 [13,211 [17,31 [67,251 [
68,131 [68,241 [72,16] [129,221 [1
31.161 [134.151 [134.231 [135,191
[135,231 [139,181 [153,201 [203,1
31 [205,251
CONBINE(2) [144,61 [207,111
C~~lNED(ll) [5,31 [8,91 [8,131 [10

!134,251 [141,151 [157,201 [1
I [190,51 [195,11 [196,41

,41NG(2) [195,181 [198,31
&X4E(20) [3,91 [27,231 [45,161 [47,
151 [49,91 [74,11 [98,231 [102,21 [
104,5I [105,10] [124,131 [138,71 [
150,151 [155,21 [155,2] [184,191 [
191,101 [192,81 [192,141 [209,81
CCU4ES(4)W4,11] [87,111 [192,71 [1
93,6]
COi4FORT(l)[l&,181
E@JFORTABLE(l O) [42,61 [109,81 [14
6,2] [155,131 [165,241 [165,241 [1
65,251 [166,231 [209,4J [209,191
V3NFORTED(2) [42,241 [43,31
3X4FORT1NG(2) [41,211 [165,71
x+4FoRTs(1)[165,91 -
XW!ING(3)[34.191 [144.101 [157.61
:oklMENcEs(l)t47,12J “ -
Xt4MENT(18)[3,41 [3,81 [3,91[3,10
[16,201 [36,41[42, 161 [72,211 [80
,201 [82,41 [92,251 [97,101 [118,1
81 [119,3] [126,31 [126,221 [128,4
[197,61
:c+4MENTs(6)[72,10] [87,20] [118,1
61 [140,181 [178,91 [195,251
32MMITTEE(180)[1,41 [3,251 [4,51[
5,171 [6,161 [6,201 [14,121 [21,41
[22,121 [24,18] [25,161 [25,171 [2
5,20] [25,241 [26,31 [26,81 [26,81
[26,181 [26,191 [26,211 [26,251 [2
7,4] [27,14] [27,16] [27,16] [27,1
71 [28,21 [28,31 [28,41 [28,111 [28
,171 [28,21] [29,31 [29,51 [29,71 [
‘7 [29.12] [31.171 [31,201 [32.

?,31k32,181 i32,231 [32,241 t

u

&J [35 11 [:5 3] [3; 4][35’221 [3;
,101 [36,19] [36,21] [36,24] [37,5

[37.151 [37.231 [37.251 [38.51 [3[
;81i38,121 [38,151 _t38,161~38,1i
[38,251 [39,61 [39,81[39,10) [39(
15I [39,151 [39,201140,61 [40,211
[40,24] [42,61 [42,173 [42,251 [Q
,91[43,121 [43,121[43,231 [44,91
[444191 [47.21 [47,81[54,41 [55,:
[55;3] [55,81 [55,241 [56;181 [56,
231 [57.91 [58,241 [59.41 [60,11 [(
0,3i[62,121 [63,11[63,21 [63,61
82,221 [82,231 [83,51[83,71 [83,;
31 [84.31 [84.251 [86.11 [86.61 [8t
,61[ti,81[87,11 [88;111 [97,211 I
97,211 [97,241 [98,241 [99,41 [10;
,211106,121 [106,241 [107,141 [1’
0,11 [111,131 [112,131 [116,51 [1’
7,14] [121,231 [121,251 [122,151 I
136,51 [139,91 [139,161 [139,241 1
140,181 [142,131 [143,61 [145,101
[149,8] [149,91 [149,171 [149,191
[150,121 [150,161 [150,201 [157,1
91 [157,211 [158,101 [159,221 [15$
,231 [160,131 [161,141 [161,151 [1
66,111 [167,111 [167,173 [170,41 I
170,9] [180,11 [186,251 [193,11 [1
97,31 [197,91 [198,111 [206,51 [2[
6,91 [206,161 [207,231 [208,211 [;
09,2] [212,121 [213,231 [215,211 I
216,191 [219,41 [219,181

COMMITTEE’ S(1) [6,131
COMMITTEE-(2) [33,41[156,91
CCMJMITTEES(3)[35,231[54,71 [167,
11

COMMON(1) [122,31
COMMUNJCATED(l )[51,51
CDMMUNITY(2) [88,211 [89,201
COMPANY(1) [215,221
COMPARABLE(16) [12,161 [12,221 [13
,21[14,21 [15,191[18,181 [19,221
[47,71[66,131 [70,171 [70,221 [84
,31 [86,51 [114,91[114,121 [130,2
21

cGiJPARATIvE(l)[145,111
COMPARATOR(8) [144,12J [145,71 114
5,12] [145,141 [146,11 [148,41 [15
2,13] [154,161

COMPARATORS(1) [163,241
COMPARE(8) [79,231[84,51 [85,151 I
173,81 [174,151 [175,31 [186,21 [1
89,8]
COMPARED(12) [20,191 [24,13] [61,5
[73,61 [73,241 [79,201 [80,221 [11
2,81 [115,241 [135,101 [188,91 [2C
3,12]
COMPARING(3) [85,221 [184,171 [203
,131

COMPARISON(10) [46,61[50,71 [61,1
11 [63,241 [65,191[79,41 [86,21 [1
63,61 [174,251 [175,21
COMPARISONS [61,101 [62,161 [62
,191 [63,201 [64,11[74,241 [79,31
[81,141 [123,231

COMPETING(l) [2,71
COMPETITOR(1) [204,20]
COMPLEMENTARY(2) [10,41 [74,191
COMPLETE(6) [56,231 [57,191 [58,19
[138,151 [146,241 [210,61

COMPLETED(1) [91,171
cOMPLETELY(5) [40,61t40,71 [74,25
[127,21] [189,7]

COMPLETES(1) [6,141
COMPLETION(3) [23,231 [30,14] [86,
171
coM~LEx(2) [105,141 [111,121
WMPLICATED(4) [82,51[195,20] [20
7.191 [207.211

COMPLICATION (1)[57,6]
COMPLICATIONS(8) [8;201 [16,181 [!
3,21 [102,111 [113,61 [115,181 [12
5,181 [129,191
CtiPONENT(iO) [9,21] [21,15] [80,1
21 [84,101 [153,231 [153,241 [155,
101 [190,41 [195,131 [200,241

COMPONENTS [22,21 [23,141 G2,
141[32,161 [64,15][73,81 [84,211
84,41 [84,6] [101,1][101,5] [115,
51 [141,91 [151,25] [155,13] [176,
91 [176,151 [176,19] [195,2] [203,
161

COMPOSITE (33) [20,181 [22,211 [23,
111 [24,51 [24,23] [61,61 [64,41 [/
4,61 [64,161 [66,31 [68,181 [70,1E
171,141 [73,151 [74,121 [84,91 [84
,101 [84,11)[1?2,51[115,51 [115,
251 [116,21 [116,61 [116,13] [116,
201 [168,211 [169,41 [169,141 [165
,181 [191,241 [192,11 [198,71 [20<
,61

COMPOSITION [200,181 [200,221 [
201,51

COMPtiiJD(7)[4,251 [8,11[10,151 [7
2,181 [74,171 [174,51 [200,161
CONPREHENSIVE(3) [4,23] [6,81[203
,20)

CCMPROMISE( 1)[18,111
COMPUTER(l )[150,131
CONCENTRATIONS(3) [14,181 [14,241
[15,31

CONCEPT(2) [140,161 [167,71
CONCEPTS(1) [150,81
CONCEPTUAL (1) [209,11
CONCEPTUALLY(1) [169,121
CONCERN(7) [2,171 [63,6] [78,8] [12
9,211 [149,151 [161,161 [201,11
CONCERNED(l4) [37,111 [42.201 [43.
111[43,131 [60,11[76,81[106,111
[149,6] [149,81 [155,191 [163,61 [
163,81 [163,181 [204,121

CONCERNING(4) [1,211 [2.11[2,91[2. .
,201

CONCERNS(5) [43,171 [58,241 [75,20
185,11 [149,221

CONCISE(1) [199,131
CONCLUDE(I) [206,23]
CONCLUDES(1) [3,5]
CONCLUOING(l) [6,91
CONCLUSION(2) [29,191 [52,141
:ONCLUS1ONS(2) [134,131 [149,21
CONCCMITANT( 12)[9,121 [11,161 [21
,111 [30,81 [48,161 [48,161 [59,11
[59,171 [59,171 [59,21] [187,91 [1
87,161
:oNc0411TANTLY(1)[21 ,141
EONCORDANCE(2) [155,111 [165,121
:oNcoRDANT(2) [152,51 [159,251
:ONOJTIONS(4) [61,71 [64,71 [190,1
51 [199,151
:ONDUCTED(ll) [5,31[11,141 [20,11
[21,91 [22,41 [40,71 [58,71 [62,14
[82,191 [113,121 [126,91

:ONFERREO(I )[47,241
:ONFIDENCE(4) [76,191 [143,71 [144
,21[145,201
:ONFJRMATJON(2) [206,221 [211,51
:oNFJRMED(l )[161,131
:oNFLIcT(6) [1,71[1,81[1,101 [1,1
71 [2,151 [3,51
SONFWNDEO( 1)[92,61
:oNFOUNDING(3) [77,251 [78,11 [153
,211
:ONFUSED(l )[84,161
:ONGRUENT(l )[173.21

CONSEWENCE( l)[i95,16]”
CONSEQUENCES( 1)[158,81
CONSERVATIVE(2) [63,211 [81,31
CONS IDER(8) [38,8] [88,4] [111,13
[144,121 [170,51 [171;19] [182,1
[211,231

CONSJDERATION(6 )[142,19] [149,2
[150,11 [151.131 [153.31 [153.61

CONS IDEREO(5j [42,13][88;6] [i30
81 [138,181 [188,6]

CONSIDERING [131,191 [142,221
167, 10]

CONSIDERS(1) [206,17J
CONS ISTEO(2) [5,101[25, I7I
CONS ISTENCE(1)[189,1O]
CONSISTENCY [23,151 [66.18] [6
,161 [99,71 [99,161[100,121[!00
221 [105,221

CONii STENT(28)[5,7’1[10,6][11,2
[23,101 [23,181 [24,141 [36,231[
6,15] [66,221 [89,71[89,171 [89,
9] [89,201 [99,111 [103,61 [105,4,
[105,81 [115,151 [116,141 [116,2)
[135,21 [167,181 [168,9] [170,71
171,15] [191,101 [210,111 [219,7

CONSISTENTLY( 1)[11 ,51
CONSTITUTE( 1)[2,131
CONSTITUTED(4) [25,101 [25,25] [4
,151 [56,211

CONSTITUTES(1) [27,231
CONSTRUCT(I) [211,2]
CONSTRUCT ION(1) [138,41
CONSULTANTS(2) [6,111 [6,151
CONSUME(1) [159,21]
CONTAIN(2) [50,121 [50,12]
CONTAINED(6) [50,91[50,10][50,11
[51,81 [60,211 [211,41

CONTAMINATED( 1)[123,21]
CONTEMPORANEOUSLY(I) [H, 101
CONTEMPORANEOUSLY-ENROLLED (1)[’
3,131
CONTEXT(8) [46,141 [48,21 [157,21
158,15] [193,251 [194,21 [194,51
194,91

CONTINUATION (1)[52,111
CONTINUE [24,5][79,13][88,2!
[94,91 [97,251 [102,61[108,151 [’
13,51 [129,141 [129,151 [185,161
190,61 [193,21 [196,161 [197,91

CONTINUEO(ll )[9,151 [18,4][30,7
[60,241 [61,21 [61,201 [61,241[91
,31 [94,121 [94,141 [134,211

CONTINUING(3) [2,8][87,3][94,11:
CONTINUOUS(l )[131,71
CONTRADJSTJ NCTJON(l) [211,21
CONTRARY(1) [52,17]
CONTRAST(1) [201,201
CONTRIBUTE [8,131 [14,51[141,’
O] [152,11 [176,91 [176,191

CONTRIBUTES(2) [6,251[7,121
CONTROL [21,71[22,251 [50,31
64,81 [78,91 [78,131 [110,111 [13!
,101 [147,23] [154,181 [177,231 [’
87,231 [192,16] [198,71 [201,41

CONTROLLED(3) [24,2] [110,11] [111
,201

CONTROLS(1) [187,171
CONTROVERSJAL(2) [39,81[40,41
CONVENT JONAL(3) [212,51[212,71 [:
12,8]

CONVENTIONALLY(1) [128,211
CONVERSATION( 1)[155,51
CONVERSELY(1) [79,201
CONVINCE (1)[1O4,2I
CONV1NCEO(3) [127,151 [149,21 [IT
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tiVINCING(2) C148,1OI [211,31
:r-—.’C1NGLY(2) [117.61 [13~,lf+I
> ‘tl,22i “- -

J[67,111 [126,141 [209,131
;OkuLLARy(l )[146,51
X3RONARY(iO) [3,2il [5,121 [5,151 [
6,41 [6,241 [7,91 [7,151 [8,71 [8,1
91 [9,161 [10,91 [19,51 [25,191 [53
,141 [69,131 [102,17I [105,21I [11
1.241 [113,211 [129,21 [136,11 [13
9,191 [142,241 [145,41 [146,221 [1
46,251 [147,15] [148,2] [160,81 [1
92,211 [199,61 [199,181 [199,191 [
200,21 [210,161 [213,231 [213,251
[213,251 [214,41 [214,12] [214,20
[214,231 [215,41 [215,172 [216,24
[217,21 [217,101 [217,241 [218,21
[218,51

mRRECTED(2) [185,121 [196,251
CORRECTION(1) [80,81
CORRECTLY(1) [179,31
CORRELATE(1) [17,11
CORRELATED(1) [16,211
CORRELATES(l )[16,211
EORRELATION(2) [16,171 [17,61
CORRESPONDS(1) [170,101
COUNT(6) [56,11 [107,211 [112,73 [1
19,131 [119;211 [157,71
CCtJNTED[l7) [21.31 [22.11 [53,231 [
53,241 [54;2] [55,11 [56,151[56,1
73 [57,73 [58,61 [58,81 [58,161 [62
,91 [112,13] [119,61 [119,81 [136,

c%INTER(l )[187,121
COUNTING(6) [76,31 [81,211 [116,11
[119,181 [120,61 [120,61

W-’WJES(2) [23,211 [67,11
:(1)[119,101
:(6)[52,51 [75,31 [86,141 [93

,4, [118,241 [143,221
COURSE(32) [8,12] [10,21 [14,61 [14
,171 [16,11 [18,91 [21,221 [22,101
C35,111 [39,51 [45,31 [46,161 [50,
1] [50,251 [67,11 [76,191 [99,231 [
102,61 [102,81 [104,211 [105,211 [
111,16] [119,81 [127,141 [129,231
[131,151 [140,211 [155,171 [161,6
[165,111 [165,181 [172,121

COVARIATE(3) [76,151 [77,71 [77,24
WVARIATES( 1)[76,221
cWERS(l)[ 214,41
ECJU(1)C183,191
cCXIS(3)[183,211 [183,221 [183,251
WK(8) [95,13] [95,251 [96,71 [120,
4] [124,3] [157,14] [159,131 [159,
161
CPKS(8) [39,181 [95,24] [96,11 [119
,241 [119,251 [120,9] [124,5) [124
,171
ciIAzY(2)[108,51 [109,11
CREATE(1) [2,141
EREATEO(l) [178,251
:REATING(l) [179,11
EREDIBILITY( 1)[172,131
EREDIT(l) [219,191
CRITERIA(20) [18,23] [19,8] [19,11
[19,151 [43,21 [43,121 [43,201 [43
,221 [44,61 [44,101 [53,141 [53,16
[54,111 [88,251 [136,131 [168,191
[168,201 [175,51 [175,61 [180,121

“-TERIAS(l) [124,71
‘R10N(l)[180,1~
CAL(12) [22.71 [56.71 [62,191

I .,#,71 [80,9] [105,24]_tl13,15][1
50,13] [158,17] [181,2] [186,111 [

cRos~-LINKING(2 )[4,151 [7,61
CROSSEO(l) [112,221
CRYSTALLIZED(1) [122,191
CULPRIT(3) [67,141 [68,11 [68,111
CURIOUS(4) [88,251 [91,61 [92,101 [
137,63

CURRENT(3) [3,31 [7,141[169,121
CURRENTLY(1) [89,161
CURVE(9) [22,171 [22,231 [64,31 [65
,16] [66,41 [71,121 [114,201 [116,
51 [140,71
CURVES(23) [22,191 [47,151 [49,151
[65,21 [65,31 [7’5,251[76,21 [99,4
[99,81 [101,141 [101,171 [103,1I [
103,41 [103,51 [103,241 [115,201 [
116,81 [116,81 [119,11[119,151 [1
19,161 [127,251 [175,81

CUT(1) [181,141
~======== ========. ========= ====
D D D
========= ======.=== =a======= =.=
DAN(38) [1,201 [24,191[31,151 [44,
16] [72,41 [77,211 [110,71 [117,15
[140,21 [141,131 [142,41 [143,71 [
149,91 [151,251 [154,121 [172,241
[174,131 [176,81 [177,21 [181,71 [
187,101 [188,141 [188,211 [193,41
[193,241 [199,20] [200,9] [200,10
[201,91 [201,111 [203,191 [205,12
[205,131 [205,151 [206,61 [208,11
[208,191 [217,161

DATA(101)[1O,25I [11,11 [11,131 [1
2,171 [16,151 [22,51[28,181 [33,1
41 [34,161 [35,111 [45,221 [52,111
[58,191 [59,121 [62,151 [63,11 [63
,7][72,121 [73,171 [i3,181 [73,25
[74,41 [82,241 [85,141 [90,41 [93,
11 [94,171 [94,231 [95,131 [95,191
[95,201 [95,241 [99,161 [100,I2I [
104,181 [105,41 [105,81 [105,221 [
109,241 [110,21 [110,51 [111,171 [
113,131 [115,111 [116,201 [117,24
[120,241 [120,241 [124,211 [125,2
[126,21 [127,231 [132,151 [140,13
[140,15] [144,171 [144,211 [145,4
[145,161 [147,21 [147,71 [147,10I
[147,131 [147,161 [148,251 [149,3
[152,21 [157,131 [158,171 [159,51
[161,191 [162,71 [172,171 [172,18
[177,211 [180,111 [180,201 [184,1
71 [189,141 1189,151 [189,191 [199
,241 [203,81 [204,231 [204,251 [20
8,161 [208,221 [209,141 [209,161 [
210,111 [210,171 [211,31 [214,221
[215,61 [217,191 [217,191 [218,41
[218,61 [218,121 [218,151 [219,11

DATABASE( 18) [32,91[32,221 [33,14
[33,151 [34,211 [35,71 [37,41 [53,
251 [137,201 [145,131 [145,231 [14
6,61 [157,14] [159,151 [161,111 [2
06,201 [206,221 [211,181

DAY(15) [1,21 [45,231 [74,71 [113,7
[113,81 [125,11 [128,201 [143,241
[143,251 [144,61 [156,161 [159,51
[159,51 [159,51 [179,171

DAYS(141) [21,221[21,241 [24,41 [2
4,41 [24,81 [24,81[45,251 [46,51 [
46,91 [47,12] [47,171 [47,201 [47,
20] [47,251 [49,31 [49,41 [49,81 [4
9,141 [49,15] [61,81[62,41 [62,51
[62,8] [62,8] [62,8][62,91 [63,15
[64,4] [64,5] [64,5][65,17] [65,2
11[66,7] [66,81 [70,121 [70.191 [7
0,21] [71,15] t71,t&I t73,1iI [74,
13] [75,151 [75,171 [85,221 [86,31

[86,?81 [86,221 [87,4][87,9) [87,
91 [67,181 [87,181 [90,20) [91,81 [
91,12) [91,121 [91,211 [92,181 [93
,91 [96,251 [97,41 [97,61[97,141 [
97,141 [98,51 [98,61 [101,131 [105
,11 [105,21 [105,6][105,61 [105,7
[106,23I [108,51 [108,141 [109,6I
[109,91 [109,121 [109,13] [110,15
[112,101 [113,9] [114,21] [115,11
[115,121 [115,131 [115,151 [115,1
91 [116,8] [116,111 [116,231 [117,
241 [118,21 [119,1] [119,11 [119,4
[119,201 [120,61 [120,141 [120,15
[120,241 [121,111 [123,41 [123,17
[124;191 [125;11 [127,21 [127,191
[131,71 [133,31 [133,121 [135,61 I
138,21 [138,31 [138,191 [142,11 [1
42,111 [142,111 [142,121 [142,131
[144,21 [151,241 [155,181 [155,19
[159,91 [159,241 [167,221 [172,31
[174,171 [174.241 [177,121 [182,2
4] [195,241 [20!,5] [201,141 [20i,
221 [202,11 [213,51 [218,111 [219,
81 [219,121

lIEAD(2)[156,171 [156.241
DEALi2) i73,i311141,31
DEALING(2) [28,221 [144,121
DEALs(3) [141,81 [154,51 [154,61
DEATH(51) [7,211 [20,191[21,21[22
,221 [46,11 [46,51 [46,61[49,31 [4
9,4I [61,81 [64,71 [66,51 [68,191 [
70,201 [84,181 [85,51[98,41 [98,5
[102,181 [106,221 [107,211 [116,2
21 [134,251 [141,11] [141,201 [151
,151 [151,221 [152,51[157,21 1157
,20] [157,221 [159,111 [160,111 [1
60,161 [167,221 [168,31 [168,221 [
169,121 [169,231 [169,241 [171,20
[172,21 [172,101 [174,161 [174,23
[176,61 [176,181 [195,31 [195,1OI
[197,221 [210,21

DEATHS(39) [23,111 [23,111 [23,121
[49,51 [49,81 [49,111[49,121149,
131 [63,111 [63,121 [64,201 [66,13
[84,20] [85,121 [91,81[91,91 [91,
161 [91,181 [91,181 [91,191 [91,21
[92,21 [92,21 [92,41[92,61 [93,31
[93,73 [93,91 [93,9][112,81 [119,
61 [141,23] [142,1] [152,161 [158,
231 [160,91 [164,171 [169,11 [176,
181

OEBATE(l) [80,61
DEBATEABLE(l )[80,151
0ECIDE(4) [78,71 [80,231 [81,161 [1
90,191

DECIOED(l) [13,161
DEc Is1oN(13)[55,4I [78,181 [79,81
[111,251 [163,211 [163,231 [174,1
01 [199,221 [202,161 [205,181 [205
,191 [205,23) [206,11

DECISION-MAKING( 1)[206,131
DEcIsIONS(4) [70,21 [88,161 [88,17
[204,151

DECLARE(2) [22,71 [63,221
DECREASE(3) [51,71 [101,41 [113,6]
OECREASEO(l)[111 ,51
DECREASING(1) [26,231
DEEMED(2) [26,14J [92,191
DEFENO(l) [163,241
DEFINABLE (1)[?96,211
DEFINE (9)[9,61 [11,101 [18,161 [12
3,61 [124,81 [169,221 [188,81 [197
,19] [197,231

DEFINED [19,51 [20,211 [28,121
[28,141 [32,201 [42,11 [44,51 [56,
51 [88,161 198,21 [98,21[102,61 [1

11,241 [128,111 [130,71 [132,191 [
133,6] [133;71 [144,181 [196;221 [
197,111 [198,101

DEFINING(l )[198,12]
0EFINITELY(2) [138,16] [218,3]
DE FINITIoN(6) [47,41[130,61 [150,
211 [158,13] [159,14] [198,21]

DEFINITIONS(l )[168,161
DEFINITIVE (2)[71,20] [104,21]
DEGENERATE(1) [104,111
0EGREE(2) [11,41[123,71
OELAYED(l )[127,191
DELI BERATE(I) [106,18I
DELIBERATIONS(4) [6,14)[106,121[
142,141 [206,101

0ELTA(3) K74,91[109,121 [109,131
OEMANDED(l )[83,171
0EMANDING(3) [83,16][83,18][83,1
81

DEMOGRAPHIC(1) [23,161
DEMOGRAPHICS(3) [19,22][l14,7j[1
80, 15]

DEMONSTRATE(3) [9,24][98,16] [98,
181

DEMONSTRATED(2) [99,131 [134,111
0EMONSTRATES(3) [5,191[68,10][13
5,71

DEN IED(l) [216,61
DEN IGRATE(l) [162,151
OENY(l) [160,141
DENYING(3) [54,151 [185,25] [191,9
OEPEND(2) [60,91[144,151
DEPENOED(I) [46,171
DEPENDENT(4) [76,15] [77,7] [99,18
[168,71

DEPENDING(7) [37,81[106,171 [123,
6) [124,61 [149,161 [165,161 [193,

D;iENDs(3) [172,111 [187,24][197,
221

DEPRESSION(2) [44,21[192,91
DERIvEo(l) [27,14]
DESCRIBE(7) [27,81[138,21] [140,2
01 [183,91 [183,191 [183,201 [183,
211

DESCRIBED(IO) [37,231[38,31[92,1
11 [92,131 [115,61[180,231 [180,2
5] [181,22] [183,141[183,251

DESCRIBES(2) [183,131[183,141
OESCRIBING(l )[1O,21I
DESCRIPTION(4) [1O,19I [109,111 [1
41,51 [151,141
DESCRIPTOR(l )[152,71
DESERVE (1)[195,1OI
DEs IGN(14) [21,161 [48,10][48,151
[52,141 [61,181 [100,111 [101,3J[
106,131 [106,161 [117,51 [118,221
[141,71 [177,181 [188,171

DESIGNED(23) [5,5)[7,2][9,24][11
,91 [18,81 [18,131 [18,161[48,31[
48,141 [48,221 [49,11[53,81163,1
9] [79,11 [86,161[98,161 [98,181[
100,171 [100,231 [100,241 [101,4I
[106,3I [111,221

DESIRABLE( 1)[167,191
0EsPITE(1)[168,251
DETAIL(3) [30,81[81,231[97,221
DETAILS(1) [126,171
DETECTED(1) [161,151
DETERMINATION(3) [25,81[81,111[1
03,241

DETERMINE(2) [104,17I[165,21I
DETERMINED(5) [1,14][2,151[20,24
[23,241 [124,221

DETERMINING(2) [81.12I[109.19I
DEVELOP(2)[ti;161 il04,221-
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EVELOPED(3) [4,171 [6,231 [82,51
E~’ w_ING(l) [177,161
r ‘{EMT(6)[4,31 [4,221 [6,71 [
1 ,1] [105,201
Ek ....c(3)[205,21 [205,51 [208,51
IABETES(l) [114,121
IABETICS(4) [20,71 [20,71 [23,201
[66,241
IAGNOSED(l )[161,131
IAGNOSING(l )[157,81
ICTATED(l) [128,251
ICTUM(l )[87,151
IE(l) [195,81
IED(2)[158,2Q [195,201
INFERENCE [55,161 [55,201 [58
,251 [65,221 [66,11 [74,151 [74,22
[74,221 [78,141 [89,241 [89,251 [9
0,81 [90,161 [95,111 [102,81 [102,
13] [102,201 [103,31 [103,7I [103,
131 [103,141 [103,181 [104,61 [104
,8] [115,201 [115,231 [116,221 [11
7,231 [118,131 [119,91 [121,111 [1
25,11 [125,131 [125,171 [138,41 [1
38,61 [138,161 [138,221 [164,151 [
164,161 [166,251 [167,41 f170,21 [
172,41 [179,181 [179,221 [184,91 [
193,251
INFERENCES [47,181 [117,221 [1
19,21 [133,171 [139,21 [183,61 [1S
3,161
IFFERENT(62) [9,41 [9,71 [37,31 [5
3,111 [84,151 [84,251 [98,21 [98,3
[101.121 [101.211 [108,191 [108,2
11 [li8,11 [118,111 [123,251 [124,
11[124,101 [124,14] [126,161 [128
,12] [137,51 [139,41 [148,81 [148,
171 ff148,23][157,13] [160,6] [160

53,121 [164,121 [165,171 [16
167,111 [168,221 [170,111 [1

,.. .z] [171,231 [171,241 [172,251
[174,81 [174,151 [175,61 [180,181
[181,71 [183,91 [183,141 [183,171
[184,141 [185,11 [185,21 [185,41 [
186,2] [188,61 [191,191 [192,181 [
192,231 [205,111 [208,251 [209,11
[213,161 [217,121 [218,11
IFFERENTIATE( 1)[188,231
IFFERENTLY( 1)[165,21
IFFICULT(6) [40,19] [124,131 [166
,10] [194,10] [197,101 [197,121
1FFICULTIES(5) [35,181 [42,111 [5
6,101 [54,171 [190,73
IFFICULTY(6) [40,131 [42,81 [76,4
[110,81 [118,81 [163,171
IGGING(l) [167,31
ILEkwA(2) [122,201 [123,11
ILUTING(I) [160,151
IMARCO(8) [91,51 [91,131 [111,31 [
168,13] [169,14] [184,51 [198,21 [
201,101
IMINISH(l) [162,251
IRECT(2) [17,61 &?15,221
IRECTICIN(15)[47,6] [92,15] [92,1
6] [92,19] [93,10] [115,71 [120,15
[120,161 [121,21 [141,211 [141,24
[144,24] [165,8] [165,251 [166,18
IRECTIONAL(l )[92,231
IRECTIONS(2) [44,251 [93,161
IRECTLY(4 )[33,2] [71,241 [72,17]
[178,9]
@BILITY(2) [157,51 [157,131

‘REE(ll) [27,11] [80,11] [!42,
;2,241 [171,31 [180,20] [187,

.,87,6][188,20] [200,15] [219,
61
15AGREEMENT(3) [26.131 [28.61 [85

,-.
DISAGREES(l )[141,21
DISAPPEARS( 1)[109,15I
DISAPPOINTED(2) [160,191 [160,211
DISCOMFORTEO(l )[166,21
DISCONTINUATIONS( 4)[11,8I [12,81
[17,51 [133,191

DISCONTINUE(2) [13,151 [81,171
DISCONTINUED(6) [58,31 [58,51 [58,
91 [96,201 [153,251 [163,221

DISCONTINUING( 1)[162,201
DISCOUNTED(1) [203,71
DISCOUNTING(I )[203,61
DISCOURAGE(3) [195,121 [197,241 [1
98,181

DISCOURAGED(3) [30,131 [194,151 [1
96,201

DISCOURAGEMENT( I)[196,111
DISCOURAGE NG(l) [193,111
DISCRETION (4)[26,91 [31.211 [89,2
[89,31

DISCUSS(10)[2,2I [10,101 [34,181 I
49,9] [97,22] [100,161 [116,161 [1
29;181[168,111 [2i4,71

DJSCUSSED(12) [5,41[5,251 [12,161
[63,41 [66,61 [71,71[76,181 [98,1
71 [139,161 [142,171 [143,231 [17?
,231 - -

D1scuss1NG(2) [1O,3I[63,25I
DISCUSSION(25) [6,131[24,201 [60,
11[72,61 [82,21 [122,211 [139,91 I
143,191 [143,211 [148,111 [152,1(
[153,41 [155,41 [173,121 [174,31 I
174,111 [174,111 [176,221 [177,51
[177,71 [178,11 [178,3] [178,51 [1
90,231 [193,91

DIscussIONS(4) [2.211[141.31 [19C
,1oIc215,22I - -

DISEASE(8) C14.141 [19.51 [53.151 [
61,17J [63,25] [91,22] tlo2,i7]cl
60,81

DISPLAYED(2) [65,181 [200,171
DISRUPT ION(1) [7,91
DISSOLVE(1) [8,161
DISSUADED(l )[148,171
DISTANCE(2) [101,17I[1O3,1I
DISTANT(2) [98,81 [102,221
DISTINCT ION(4) [179,121 [180,171 [
198,241 [215,171

DISTINCT IONS(2) [197,41 [219,231
DISTINGUISH(l )[194,41
DISTINGUISHABLE (1)[181,3J
01STORTED(l) [77,51
DISTORTS(1) [198,61
DISTRESS(I) [137,161
DISTRIBUTED(6) 129,20) [30,151 [58
.2I[59.131 [59.181[59,201

DiSTRl BUT ION(2j [82,221 [96,81
DISTRIBUTIONS(l )[89,151
DISTURBED (1)[162,121
DISTURBING(l )[185,231
DIvlDE(l) [76,121
DIVIDED (1)[207,61
DIVISION(lO) [14O,14I [190,21 [190
,6] [190,91 [204,14][205,1][207,
181 [207,201 [207,211 [215,211

DOCUMENTATION(1) [26,251
DOCUMENTED(7) [19,141 [27,221 [28,
211 [42,71 [52,11[114,31 [130,21
DoING(17) [15,91[52,81 [52,251 [91
,14] [98,25] [106,21] [107,61 [118
,6][118,11] [119,181 [120,51 [122
,21 [159,3] [159,171 [167,91 [198,
181 [217,61

DON(1) [201,201
DON’S(1) [155.51

DONE(20) [16.171 [46.231 [47.11 [47
,lli50;41[51,111 [51,141 [&l,191
[87,181[94,81[97,161 [104,251 [1
19,41 [119,251[121,16] [125,81 [1
60,11 [164,131 [173,51 [190,141

DOSAGE(2) [201,131 [219,51
DOSE(36) [5,21[5,61 [10,161 [10,17
[10,211[10,241[11,6][11,10] [11
.131 [11.231[12.101 [12.151 [13.1
i][13,131[14,131 t17,3it18,71 [1
07,241 [132,101 [140,6] [140,71 [1
~,91 [173,101 [182,25] [184,21 [1
84,21 [185,131 [185,161 [185,171 [
185,241 [186,21[186,3] [186,51 [1
86,81 [186,101 [191,51

DOSES(4) [14,191 [131,231 [132,101
[140,51

DoSING(3) 1131,221 [203,221 [203,2

D;~BLE(l )[78,71
DDUBLE-(l) [50,41
DOUBLE-DUMMY(1) [50,131
DWBT(3) [15,41[189,201 [202,211
DOUBTS(1) [43,171
DOUN(18) [27,121[50,173 [84,1] [99
,81[102,251[108,141 [144,101 [14
6,151 [146,171 [155,21 [155,21 [15
6;71 [156,i5] [159,41 [160,221 [16
1.9] [169,31[200.61

DOWNGRAOEO(l )[41;141
DOWNSIDE(1) [217,231
DR(757) [1,21[1,181 [1,191[1,191 [
1,191 [1,201[1,251 [1,251[2,21[2
,41[2,61[2,81[2,121 [2,121 [2,19
[2,191[3,73[3,241 [6,61[6,141 [6
,181[6,201[6,201 [14,111 [14,111
[14.161[14.201 [14.201 [15,41 [15
,71[15,91[i5,91 [15,111 [15,121[
15,131 [15,141[15,141 [15,251 [16
,31[16,73[16,91 [16,111 [16,121 [
16,131 [16.2DI [17,81 [17.101 [17,
13] [17,14] [24,17j [24,221 [25,21
[25,41[25,51[26,1] [26,61[26,12
[26,171[27,31[27,131 [28,91 [28,
131 [28,171[28,201 [29,71[29,91 [
29,12][29,14] [29,151 [29,16) [30
,4I [31,11[31,131 [31,141 [31,201
[31,221[31,241[32,81 [33,11 [33,
11[33,13][34,1] [34,5] [34,6] [34
,101 [34,121[34,131 [34,141 [34,1
71 [34,17][34,191 [34,251 [35,51 [
35,91 [35,91[35,181 [36,21 [36,61
136,8)[36,141 [36,151 [37,21[37,
201 [37,211[37,221 [38,61[38,131
[38,171 [38,191 [38,22] [38,241 [3
9,131 [39,171 [39,221 [40,21 [40,9
[40,121[40,131 [40,201 [41,6] [41
,71[41,111[41,121 [41,161 [41,17
[41,19)[41,201[41,23] [42,31 [42
,81[42,101[42,121 [42,151 [42,15
[42,161[42,181 [42,191 [42,191 [4
3,51 [43,81[43,201 [43,251 [44,15
[44,171[45,13) [46,21] [46,251 [4
7,21 [47,91[47,101 [48,11 [49,21 [
49,41 [49,10] [49,121 [49,161 [49,
17] [49,241[51,111 [51,141 [52,51
[52,17][53,13] [53,171 [53,181 [5
4,1] [54,9][54,16] [54,17] [54,19
[54,20][54,24] [54,25] [55,21 [55
,121[55,141 [55,161 [55,181 [55,1
91 [55,211[55,221 [56,21 [56,3) [5
6,41 [56,61[56,151 [56,171 [56,23
[57,121[57,141 [57,161 [57,201 [5
7,211 [58,73[58,1OJ [58,121 [58,1
31 [58,15][58,171 [58,211 [58,221
[59.61[59.81[59.91 [59.91 [59.16

[59,221 [59,241 [60,101 [60,11] [6
0,12] [60,15] [63,161 [72,21 [72,5
[72,231 [72,231 [72,25] [73,11 [73
,171 [73,19J [73,211 [75,21 [75,20
[75,241 [76,41 [76,71 [76,91 [76,1
6] [77,4] [77,8] [77,10] [77,11] [7
7,23] [78,21 [78,31 [78,41 [78,51[
76,11] [76,25] [79,12][79,181 [7$
,231 [79,243 [79,241 [80,21 [80,31
[80,51 [80,191 [80,211 [81,41 [81,
9] [81,101 [81,241 [82,61 [82,111 I
82,13] [82,161 [83,31183,11] [83,
14] [83,17’I[83,201 [84,81 [84,121
[84,161 t84,wI [84,191 184,211 [e
4,24] [85,14] [85,201 [86,1] [86,1
0] [86,141 [86,191 [86,201 [86,231
C87,71 [87,211 [87,231 [87,251 [8@
,101 [88,131 [89,31 [89,18] [89,21
[90,21 [90,151 [90,191 [90,22] [91
,11[91,31[91,41 [91,51[91,1!1[9
1,131 [91,16] [92,9] [92,25] [93,1
7] [93,181 [93,251 [94,171 [94,231
[95,21 [95,41 [95,101[95,201 [96,
10] [96,15] [96,16] [96,22] [96,23
[97,11[97,31 [97,51[97,91[97,12
[97,181 [98,101 [99,141 [100,91 [1
01,10] [101,25] [101,251 [102,241
[103,101 [103,231 [104,41 [10~,13
[104.141 [105,181 [107,1] [107,14
[107;181 [109;31 [109,iO] [109;17
[109,211 [110,71 [110,81 [111,21 [
111,3][111,121[111,201 [117,131
[117,171 [118,171 [118,17] [119,3
[119,221 [120,101 [121,81 [121,13
[121,151 [121,16] [121,181 [121,1
9] [121,22] [122,18] [123,15] [124
,21[125,41 [125,61 [125,151 [125,
201 [125,241 [125,241 [126,11 [126
,61 [126,201 [126,211 [128,51 [128
,61 [128,141 [128,151 [128,161 [12
8,191 [129,1] [129,4] [129,5] [129
,71 [129,91 [129,701 [129,131 [129
,141 [129,171 [136,51 [136,61 [136
,71 [136,111 [136,171 [136,201 [13
7,2] [137,71 [137,8] [137,9] [137,
11] [137,12] [137,22] [137,231 [13
8,7] [138,9] [138,11] [138,12] [13
8,121 [138,15] [139,61 [139,111 [1
40,3] [140,12] [140,20] [140,241 [
141,1] [141,14] [142,4] [142,91[1
43,91 [143,121 [143,131 [143,191[
143,22] [144,9] [144,101 [145,91[
146,4] [146,91 [146,111 [146,171 [
146,191 [146,21] [147,181 [148,11
[148,61 [148,71 [149,81 [150,21 [1
50,61 [150,7] [150,9] [150,25] [15
1,21 [151,111 [151,201 [152,21 [15
2,41 [152,71 [152,81 [152,241 [153
,11 [153,121 [153,141 [153,161 [15
3,251 [154,21 [154,41 [154,71 [154
,81 [154,101 [154,141 [155,31 [155
,7I [155,24] [155,25] [156,5] [156
,121 [156,131 [156,20) [156,241 [1
57,11 [157,173 [158,15] [159,81 [1
59,101 [159,201 [160,4] [160,41 [1
60,151 [160,191 [160,211 [160,231
[160,241 [162,17] [162,231 [163,3
[163,141 [164,11 [164,61 [164,171
[164,191 [164,211 [164,221 [165,1
1] (166,121 [166,131 [166,171 [166
,201 [166,211 [167,73 [168,131 [16
9,111 [169,141 [169,25] [170,31 [1
70,181 [170,23] [171,11 [171,111 [
171,161 [171,241 [172,11 [172,51[
172,21] [172,25] [174,131 [175,11
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[176,221 [176,251 [177,41 [178,4:
.[178,73 [178,81 [178,111 [178,13:
I_ “-q,231[179,61[179,131 [179,11

‘?11[179.261 [180,31 [180,4:
;l_fi81),ti [180,111 [180,19

11-u,201 [180,241 [181,81 [181,11
[181,211 [181,241 [181,251 [182,’
[182,31 [182,41 [182,73 [182,81 [’
82,171 [182,181 [182,201 [182,25:
[183,21 [183,61 [183,21] [183,24:
[184,11 [184,51 [184,81 [184,121
184,131 [184,24] [185,3] [185,10:
[185,13] [185,211 [186,71 [186,1[
[186,111 [186,131 [186,181 [186,;
41 [187,31 [187,41 [187,51 [187,1
[187,201 [187,221 [188,41 [188,5:
[188,20] [188,221 [189,41 [189,1:
[189,131 [190,11 [190,121 [190,2
[190,25] [191,221 [191,241 [191,:
51 [192,21 [192,31 [192,51 [192,2{
[193,81 [193,101 [193,121 [193,1:
[193,141 [193,161 [193,181 [193,’
91 [193,201 [193,211 [193,231 [19J
,121 [194,131 [195,61 [195,251 [1!
6,21 [196,61 [196,71 [196,81 [196,
101 [196,141 [196,171 [196,181 [1!
6,191 [197,11 [197,61 [197,71 [191
,81 [197,121 [197,131 [198,11 [19[
,21 [198,15] [198,173 [198,191 [1!
8,201 [198,221 [199,21 [199,41 [1!
9,181 [199,191 [199,211 [200,61 G
00,81 [200,101 [200,131 [200,141
200,151 [201,91 [201,101 [201,16
[201,171 [202,31 [202,61 [202,81
202,101 [202,111 [202,121 [202,1:
[202,151 [202,181 [202,191 [203,~
[203,61 [203,72 [203,111 [203,1.51
“-~~,18] [204,2] [204,5] [204,61

11 [204,181 [204,25] [205,41 I

151 [205,221 [206,81 [207,61 1
~-t ,71 [207,81 [207,91 [207,101 [z
07,181 [207,191 [207,201 [208,71 I
208,91 [208,101 [208,121 [208,191
[209,14] [209,21] [209,251 [210,t
[210,91 [210,141 [210,151 [210,2~
[210,25][211,73[211,10][ 211,1!
[211;121 [211;141 t21i,23] t21i,i
51 [212,41 [212,73 [212,101 [212,1
611212,201 [213,81 [213,111 [213,
121 [213,151 [213,18] [214,3] [214
,6] [214,71 [214,8] [214.10] [214,
i51 [214;17] [214,23] [2i4,25] [21
5,1] [215,31 [215,7’2[215,10] [21:
,11] [215,20] [216,1] [216,8] [21(
,10] [216,14] [216,16] [216,20] [:
16,23] [216,25) [217,1] [217,2] [Z
17,51 [217,9] [217,161 [217,171 [i
18,91 [218,181 [218,201 [218,211 1
218,221 [218,24] [219,14] [219,1f
[219,17’I[219,201
lRAMAT1C(1)[99,24]
IRAU(2)[51,9] [101,131
IRAUING(l) [51,121
IRIFTEO(l)[141,211
lRIVE(3)[35,24] [122,81 [176,151
,RIVEN(18)[87,231 [122,11] [124,4
[124,10] [141,173 [q41,181 [144,4
[152,12] [152,20] [154,22] [154,2
21 [157,141 [158,211 [173,251 [174
,51 [204,201 [210,21 [218,121
RIVES(5) [28,1O] [32,161 [180,17]
-U95, 14][209,10]

‘“NG(7)[142,5] [149,9] [149,23
,4J [190.171 [191.141 [192,?3

&..-<(3) [79,8j[80,23J [8l,l2l -
OROPPED (6) [63,31 [63,221 [81,72 [5

3,81 [164,101 [207,131
DROPPING(Z) [91,91 [162,31
DROVE(2) [99,251 [174,91
DRuG(148) [1;161 [4,61[8,231 [9,1!
[13,161[14,141 [18,31[18,131 [11
.161[21,171 [21,201 [22,191 [23,’
8] [24,151[29,191 [30,11 [30,61[
0,71 [30,172 [44,221 [48,3] [48,4:
[48,4][48,71 [48,71 [48,81 [48,11
[48,11][48,121 [48,241 [52,71 [5;
,211[52,221 [60,25] [61,21 [61,2(
[61,231[66,151 [69,161 [77,171 [1
7,41 [87,91[87,111 [87,151 [88,9:
[90,211[90;241 [91,171 [91,191 [!
1,20] [92,22] 193,31 [93,211 [94,;
[94,111[94,131 [94,131 [94,151 [!
4,211 [95,11[95,51 [95,61 [95,61
95,72 [95,81[95,141 [98,101 [98,’
11[98,151[98,221 [99,71 [99,101
99,101 [99,111 [100,131 [100,211
101.51 [101.61 [101,81 [101,91 [11
1,121 [101,221 [105;91 [107;21 [1(
7,31 [107,6] [107,101 [107,201 [1’
1,4] [111,9][111,111 [112,161 [1’
2,211 [112.231 [113.181 [115.151
li5,1~ tli7,1itl17,8] [117;191
118,21] [122,1] [122,81 [122,17]
122,24] [123,201 [123,241 [125,1!
[127,131[127,141 [128,21 [128,71
[129,8][!29,111 [129,161 [129,11
[130,12][130,13] [131,61 [132,1:
[732,151[133,41 [133,121 [133,1!
[133,221[134,91 [134,111 [134,2’
[143,16][144,191 [144,231 [144,:
51 [145,31[147,91 [147,141 [147,:
31 [148,21[169,71 [174,141 [187,’
8) [187,181 [188,161 [189,41 [214,
131 [215,14] [215,171 [218,11 [21!
,121

DRUG-(1)[133,231
DRUG-RELATED(3) [59,11 [59,31 [13?
,18]

DRUGS(26) [1,31 [26,161 [29,231 [31
,51[97,251[99,171 [99,231 [100,1
41[103,141 [104,91 [104,11][105,
20) [107,151 [121,51 [123,25) [131
,61[137,24] [161,2] [177,16] [18?
,91[184,101 [184,221 [187,131 [1[
9,161 [197,151 [205,31
)sMB(4) [78,71 [78,151 [92,15] [92,
171
)UE(23) [11,8] [12,8][13,15] [17,/
[22,121[91,211 [92,241 [93,31 [9?
,41[93,5][93,51 [93,161 [112,61 I
112,141 [112,14] [115,211 [116,31
[117,11[119,71 [119,101 [133,191
[153,91[187,161

)UKE(2) [44,171 [157,141
)uMMY(2) [50,51 [51,31
)URABLE(1)[I0,141
)uRATIoN(16) [28,15I [28,24] [36,1
11[58,141[58,171 [90,171 [90,191
[93,201[93,231 [93,251 [94,51 [94
,24] [96,18][108,18] [137,4] [137
,41
)uRING(33) [5,41 [17,121 [17,21] [2
1,171 [22,9][24,12] [28,23] [30,1
0) [35,111[38,161 [39,51 [40,171 I
40,181 [56,1] [56,13] [56,21] [60,
221 [62,211[64,251 [69,71 [69,101
[71,221[91,181 [97,221 [99,221 [1
03,141 [103,181 [104,7I [135,9] [1
42,131 [212,231 [213,21 [213,72
)UST(l)[155,11
)UINDLE(l)[i08,141
)YING(2)[46.2) [46.81

=.=======.================.==. :
E E I
========= =======.= ========= ===:
EACH(18)[10, II[10,101 [11,171 [1’
,18] [11,20] [33,11] [36,22] [40,;
11 [63,81 [70,16] [76,131 [79,31 [$
7,61 [110,221 [130,191 [169,151 [’
72,201 [197,21

EARL IER(9) [59,251 [67,611100,31
115,10] [167,81 [168,51 [177,151
197,131 [217.171

EARLY(49)[Io; 111 [10,161 [24,161 I
65,201 [66,16] [68,201 [68,221 [8i
,9I [95,22] [98,151 [99,21 [99,51 I
99,101 [99,201 [100,18] [101,131 I
101,191 [102,121 [102,161 [104,7I
tlo4,101 [106,201 [107,4] [107,1i
[108,131 [108,211 [115,161 [116,1
[117,11 [117,81 [119,9] [120,2] [:
20,71 [123,71 [128,81 [134,231 [1:
5,5I [135,8] [146,111 [155,201 [lf
3,71 [172,91 [182,101 [182,141 [1[
2,211 [182,221 [183,41 [186,172 [:
01,21

EASIER(5) [79,211 [100,51 [106,91 I
194,81 [197,21

EASILY(3) [41,41 [159,211 [186,172
EASY(2) [43,241 [199,221
EASY-TO-DEFINE( 1)[198,41
ECG(5) [44,21 [44,121 [53,191 [54,?
[168,181

ECGS(l) [44,111
ECHO(1) [190,251
EFFEC1(1OO)[8,24I [14,41 [21,13] I
23,151 [23,181 [32,171 [48,31 [48,
41 [48,8] [48,101 [48,121 [49,251 I
52,71 [52,91 [52,211 [53,71[61,14
[61,161 [64,251 166,251 [69,171 [7
0,141 [70,161 176,111 [77,51[77,1
6] [78,16] [95,8] [98,14] [99,11 [5
9,6I [99,6] [99,101 [99,111 [99,2C
[99,221 [99,241 [100,201 [100,221
[101,51 [101,81 c101,13I [101,191
[102,41 [102,41 [102,151 [102,211
Ilo3,121 [103,141 [103,21] [104,1
8] [107,4] [107,20] [108,31 [108,1
31[115,161 [117,11 [117,51 [118,2
[118,211 [120,181 [122,!71 [122,2
51 [123,71 [123,111 [123,201 [123,
24] [127,8] [128,71 [134,111 [138,
19] [140,11 [140,61 [142,61 [145,2
01 [148,191 [155,91 [157,231 [169,
41 [169,8] [169,81 [169,211 [169,2
21 [169,231 [169,241 [173,21 [1~,
31 [174,11 [174,181 [181,41 [181,5
[181,91 [181,171 [182,101 [188,16
[188,191 [188,241 [200,231 [210,1
81 [217,23]
EFFEcTIvE(7) [24,161 [76,131 [117,
19] [125,15] [146,7] [186,3] [186,
4]
EFFECT IVELY(2) [66,151 [68,171
EFFEcTS(12)[1O,8I [48,251 [52,121
165,151 [66,191 [66,221 [68,24] [9
9,18] [100,131 [140,161 [186,61 [2
05,7]
EFFICACIOUS(l )[5,201
:FFIcACY(21) [4,251 [6,191 [22,61 [
47,231 [62,191162,251 1~,221 [78
,10] [80,23] [113,141 [113;161 [13
4,7Y [135,131 [138,11 [144,15) [14
5,3I [155,121 [155,171 [155,201 [1
55,211 [200,231
:1GHT(8) [12,61 [124,61 [124,91 [12
5,91 [131,131 [177,31 [209,211 [21
1.181

EITHER (21) [5,3][6,15][14,17] [31
,171 [44,41 [45,251[57,231 [61,51
[79,201 [88,231 [88,251[92,201 [9
2,2il [121,21 [123,21[126,231 [1:
0,2] [137,241 [138,171[181,161 [:
13,91

EJEcTIoN(3)[95,19I [95,20] [95,2
ELABORATE(4) [50,3][50,14] [51,1[
[59,101

ELEcTEo(2) [117,201[117,211
ELECTROCARDIOGRAPHIC(5) [19,11[i
5,72 [26,251

ELECTROCARO IOGRANS [28,25I ‘
ELECTROCARDIOGRAPH IC[114,31
ELECTROCARD IOGRAH [192,91
ELECTROCARD1OGRAPHIC [192,151
ELEMENT(3) [24,231[156,15] [170,;
2]
ELEVATED(9) [19,21[19.141 [33,151
[33,161135,71 [35,121[35,151 154
,131 [114,41

ELEVATIONt3) [32,2][96,11 [96,41
ELEVATIONS(1) [95,251
ELIMINATE(l) [43,73
ELUCIDATE(1) [9,25]
EMBARKING(1) [5,11
EMERGE(1) [117,181
EMERGENCY(1) [106,241
EMERGENT(l )[119,121
EMERGES(1) [106,16I
EMORY(I) [1O2,1I
EMPHASIZE(5) [32,13][142,20] [150
,101 [206,151 [218,101

EMPHASIZEO( 1)[121,201
ENAMORED(1) [126,23]
ENCOMPASSED [82,251[160,71
ENCOMPASS ING(I) [5,11]
ENCOURAGED(2) [42,211 [87,221
ENCOURAGING(1) [44,24]
END(24) [14,221[16,10][21,20][22
,191 [22,241 [34,201[35,61 [48,71
[62,41 [fi,lll [ti,lOl[81,181[98
,4] [98,51 [116.171[122.12] [129,
i5] [140,71 [156,2][156;16] [173;
121 [173,241 [177,51[178,121
:NDPOINT(266) [5,11][17,22] [20,1
81 [21,3] [21,41[21,191[21,191[2
1,23] [22,3] [22,18][22,21] [23,1
11 [23,161 [24,41[24,5][24,14][2
4,24 I [25,16][25,17][25,20][25,
24] [25,25] [26,81[26,81[26,151[
26,17] [26,19][26,21][26,251 [27
,131 [27,172 [28,101[28,111 [28,2
2] [31,2] [31,161[31,173[31,201[
32,14] [32,161[32,191[34,161[34
,221 [35,11 [35,31[35,31 [35,41[3
5,21) [36,9] [36,19][36,21] [36,2
41 [37,51 [37,14I [37,151 [37,231[
37,25] [40,11][40,15)[40,231 [42
,9j [43,23j [45,21[45,111 [46,101
[47,111 [47,191[53,91[54,41[54,
61 [55,8] [55,241[56,8][56,91[56
,181 [56,181 [56,221[56,23] [57,7
[57,91 [57,241[60,31[60,241 161,
61 [62,11 [62,3][62,5][62,12] [64
,4] [64,61 [66,3][66,191 [66,21)[
70,18] [70,19][71,14][74,6]174,
7] [74,8] [74,13][77,14] [80,9][8
0,161 [81,251[82,8][82,161 [82,2
21 [82,231 [83,51[83,7][83,231[8
4,3I [84,111 [85,9][85,191 [86,51
[86,171 [86,211[90,71[97,21[97,
14] [98,1] [99,25][103,16] [106,2
31 [107.131 [111.161[112,51 [112,
10] [113,9] [114;21] [114;221 [11$
,51 [115,9] [115,251[116,51 [116,
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61 [116.131 [117.61 [117.211 [119,
,~ii120;4]ci20,51 [121,231 [121,2
~ ‘“72,21 [122,31 [123,61 [123,22

1 [124,221 [125,121 [126,22
.51[141,101 [141,111 [141,1

51 .,I+1,161[142,51 [142,101 [143,
231 [144,31 [144,61 [148,91 [148,1
31 [148,171 1149,11 [149,231 [150,
121 [150,141 [151,141 [151,221 [15
2,11 [152,181 [153,81 [154,221 [15
4,231 [155,101 [155,141 [155,171 t
156,141 [157,201 [160,121 [162,1$
[165,41 [165,7’I[165,141 [165,201
[166,21 [166,81 [166,111 [167,11 [
167,22] [167,241 [168,31 [168,211
[169,41 [169,151 [170,121 [170,2C
[171,41 [171,81 [17Z,71 [172,81 [1
72,151 [173,31 [1~,41 [176,51 [17
6,61 [176,9] [176,111 [176,151 [17
7,111 [177,141 [177,191 [17’7,251[
181,151 [190,41 [190,51 [190,81 [1
90,161 [190,161 [190,172 [190,211
[191,201 [191,241 [192,221 [193,1
1][194,111 [194,151 [194,181 [194
,241 [195,11 [195,101 [195,171 [19
5,191 [196,41 [196,91 [196,191 [19
6,20] [197,101 [197,201 [197,221 [
198,4] [198,71 [198,81 [200,181 [2
00,21] [200,231 [200,251 [200,251
[201,51 [201,6] t202,71 [203,1] [2
05,71 [206,3] [206,6] [210,111 [21
6,121 [216,141 [216,161 [218,161 [
218,251 [219,61 [219,191
ENDPOINT S(69)[24,31 [25,231 [26,2
[26,61[26,91 [26,101 [26,101 [26,
13] [26,14] [26,201 [31,171 [33,51
[34,31[34,151 [35,11 [36,91 [36,1
‘-%6,191 [36,221 [38,41 [43,21 [5

‘[56,101[62,111 C70,211 [83,
,.ll[&. ~f85,101[100,61[l

~.,16itloo, i7j [103,10] [106,911
110,9] [115,23] [116,171 [116,211
[118,211 [122,161 [123,201 [125,1
1] [141,71 [144,51 [149,101 [156,1
0] [166,91 [166,151 [169,51 [169,7
[169,101 [170,111 [172,91 [172,2C
[173,161 [1~,17’1 [173,191 [176,1
21 [176,211 [186,171 [192,41 [196,
211 [197,211 [198,51 [202,211 [203
,21 [204,201 [205,91 [210,21
WAGING(1)[217,61
ENORMOUS(1) [107,161
:NOUGH(13) [31,1] [40,24] [43,111 [
47,14] [92,16] [109,141 [125,21 [1
49,31 [160,211 [188,21 [205,11 [20
5,211 [211,51
:NROLLEO(9) [2,41 [18,181 [18,201 [
18,22] [19,81 [20,131 [63,81 [73,1
0] [114,16]
:NSURE(2) [78,151 [100,211
:NTER(4) [18,25] [19,41 [113,251 [1
56,3]
:NTERING(l) [127,61
:NTHUSIASM(2) [156,181 [162,251
:NTHUSIASTIC(3) [155.71 [155.231 [
156,13] ‘- - .
:NTIRE(4) [36,111 [133,10] [173,25
[208,151
:NTIRELY(2) [78,121 [89,31
ENTIRETY(3) [127,23] [148,24] [184
,177
MITy(l )[194,4]

‘ONMENT(l )[217,121
,E(5)[32,2] [157,91 [158,221 [

i -/.121 [183.51

ENZYMES (22) [19,21 [19,141 [28,251
[31,231 [31,241 [32.231 [33,151 [3
3,1~1 [33,241 [34,2il [34,221 [35,
71 [35,121 [35,151 [40,101 [40,141
[54,121 [114,41 [125,21 [157,31 [1
58,181 [182,241

EPIC(1) [120,191
EPILOG(2) [120,191 [120,251
EPISODE(4) [29,21 [152,51 [158,221
[192,101

EPISODES(lO) [28,14I [28,231 [28,2
4] [29,11] [44,31 [44,41 [159,21 [1
68,171 [168,221 [169,31
EOUAL(8) [30,111 [36,221 [41,211 [6
4,211 [152,171 [169,191 [172,131 [
195,21

EQUALLY(1) [46,31
EQUALS(1) [176,141
EQUATES(1) [134,31
EQUATING(l )[169,111
EQUATION(1) [164,41
EcIuIvALENT(8)[138,31 [153,101 [20
6,241 [209,161 [209,181 [209,231 [
211,91 [211,181

ERROR(1) [80,251
ESPECIALLY(7) [20,81 [25,181 [52,2
31 [129,211 [129,251 [131,181 [134
,161

ESSENCE(1) [208,21
ESSENTIALLY(9) [18.121 [27,191 [38
,5I [99,91 [122,18j [130,221 [201,
31 [207,11 [207,231
EST IMATION(l) [130,121
ET(2) [183,171 [183,181
EVALUABLE( 1)[67,121
EVALUATEO( 1)[25,201
EVALUATION (1)[1,161
EvEN(48) [1,111 [26,91 [32,231 [45,
151 [45,201 [46,41[47,161 [49,101
[57,121 [57,141 [71,21 [71,31 [71,
211 [75,111 [79,181 [82,11 [85,241
[87,131 [88,4] [88,61[91,25I [93,
121 [100,171 [118,41 [120,51 [124,
8] [124,211 [131,71 [131,241 [132,
121 [134,171 [135,171 [138,221 [14
4,51 [148,191 [155,181 [157,131 [1
60,131 [160,161 [169,31 [171,191 [
172,11 [197,111 [202,121 [205,121
[211,151 [212,241 [219,141

EVENLY(6) [29,201 [30,21 [30,151 [5
9,131 [59,171 [59,201

EVENT(39) [2,211 [17,71 [22,131 [22
,241 [39,141 [39,141[39,201 [42,6
[42,201 [42,231 [43,141 [47,151 [5
5,191 [64,31 [64,101 [64,111 [65,1
[65,41 [65,171 [65,241 [67,22I [71
,121 [73,151 [78,101 [78,13] [78,2
11[87,121 [87,141 [114,201 [114,2
41 [115,101 [116,51 [122,61 [122,6
[164.131 [169.151 [171.171 [180.2
41[2i8,161 - - .
EvENTS(176) [3,191 [4,201 [6,21 17,
201 [10,111 [11,41 [13,151 [21,31 [
23,41 [24,61 [2~,121[24,241 [27,2
[28,191132.221 [35,81[35,221 [35
,23] [35,23] [35,24] [36,1] [37,41
[37.51 [37,191 [37.241 [38.7] [38,
& [38,121t38,151 t38,181 i38,20j
[38,201 [39,61 [39,61 [39,71 [39,1
11[39,171 [41,31[41,81 [41,91 [41
,101 [41,141 [42,11[42,1] [42,51 [
42,91 [42,131 [42,131 [42,251 [43,
11 [43,41 [43,61 [43,71[43,91 [43,
101 [43,111 [43,171 [44,81 [44,211
[45,19] [46,24] [47,51 [47,15] [48

[58.81 [58,161[58.161[63.101[65
,20i [68,131 [68,181[70,1] [70,11
[70,121 [70,251[71,91[75,251 176
,31 [76,211 [76,25][77,1) [77,21 [
82,21] [84,141[85,231 [86,11[86,
71 [90,11 [96,121[96,191 [98,121 [
98,151 [98,251 [99,21[99,51 [99,!
11 [100,41 [100,1811102,61 [102,8
[102,121 [102,141[102,201 [103,2
01[104,61[104,81 [104,121 [106,8
[106,91 [106,101 [106,191 [108,15
[109,141 [114,2][115,141 [115,16
[115,181 [116,11[116,31 [116,41 I
116,111 [117,11[117,8][120,11 [1
20,21 [120,61 [120,61[121,51 [121
,91 [121,101 [122,81[122,121 [127
,171 [127,181 [127,191[128,21 [12
9,201 [129,241 [130,11[130,61 [13
0,71 [130,71 [130,81[130,91 [131,
191 [134,161 [135,91[135,241 [139
,191 [141,191 [141,231[142,161 [1
52,131 [152,141 [152,211 [157,241
[161,141 [161,151[164,7] [164,11
[169,161 [171,201[171,221 [171,2
51 [182,241 [183,41[183,51 [184,2
11 [185,61 [189,181[198,111 [210,
121

EVENTUAL(1) [169,91
EVENTUALLY(1) [47,151
EVER(1) [127,201
EVERY(18) [27,191[50,51[50,8) C50
,15] [50,201 [52,11[80,171 [80,17
[84,81 [84,91[107,191 [107,211 [1
08.21 [108,81 [124,51[174,141 [20
3,i81[216;171 . ‘
EVERYBODY(7) [38,61[47,141 [75,14
[87,161 [195,201[213,171 CZ14,41

EvERYoNE(7) [49,221[88,101 [115,1
[123,41 [181,11[183,111 [ZO4,1OI

EVERYTHING(9) [29,241[80,161 [127
,15] [138,31 [142,211[150,221 [15
3,61 [166,171 [206,191
EVERYUHERE(2) [118,1OI [182,161
EVIOENCE(25)[1O,6I [19,11 [19,21 [
20,231 [24,151[25,71[25,191 [40,
241 [40,251 [42,41[54,51 [55,31 [6
7,201 [114,41[117,71[123,21 [165
,13] [202,51 [206,24][207,231 [20
7,251 [207,251 [209,11[209,51 [20
9,71
EVIOENT(4) [102,51[134,241 [137,1
71 [137,181
EX(l)[lO, Z3I
EXACT(Z) [78,61 [96,71
EXACTLY [16,201[38,71 [38,111
[52,181 [93,11[93,61 [93,101 [120
.181 [152.172 [153.21[162,111 [17
5,91 [179;31[179,61[198,231 [216
,18]

ExAMINATION(3) [75,221 [78,91 [78,
101

EXAMINE(2) [69,161[76,121
EXAMINED(2) [9,101[71,241
EXAMPLE(9) [31,231[39,11 [39,181 [
43,15] [76,25][94.91[98,31 [166,
41 [176,131 -
EXCELLENT(1) [84,61
EXCEPT (I)[166,161
EXCEPT ION(1) [1,181
EXCESS(20) [13,91[63,9] [63,91 [63
,12] [63,141 [91,8][103,20] [104,
101 [130,251 [131,101 [131,141 [13
1,181 [132,21 [132,81[132,141 [13
2,241 [134,11[135,181 [136,211 [1
36,231
EXCITEMENT (1)[162,151

EXCITING(I) [127.31
EXCLUOE(2) [2,241 [207,141
EXCLUDED[2) [1,251117,121
EXCLUOES(l )[75,141
EXCLUSION(I) [2,251
ExCLUSIVELY(4) [17,20] [74,171[11
1,171 [141,181

EXCUSE (Z)[59,241 [175,161
EXERT(1) [71,81
EXERTING(2) [99,1] [122,24]
EXISTS(3) [37,!61 [123,11 [140,151
EXPAND (1)[111 ,161
EXPECT(9) [19,241 [36,241 [48,121I
52,71 [86,91 [101,231 [127,141 [13
0,4] [164,25]

EXPECTED [48,41 [69,81 [69,91[1
13,4]

EXPERIENCE(6) [10,251 [29,10] [77,
41 [137,121 [189,161 [270,121
EXPERIENCED(2) [27,101 [59,21
EXPERIENCES(8) [29;61 [35,13][133
,18] [133,19] [133,20] [133,21] [1
33,243 [164,21
EXPERIENCING(1) [22,201
EXPERIMENT(1) [78,81
EXPERT(3) [25,171 [25,23] [28,1]
EXPERTS(1) [6,121
ExPLAIN(6) [47,251 [166,19] [185,1
[193,7] [193,161 [215,?51

EXPLAINEO(I )[210,81
EXPLANATION(5) [118,201 [184,191 [
193,151 [209,241 [209,251

EXPLORE(3) [4,241 [145,91 [195,231
EXPLOREO(l )[190,71
EXPRESS(1) [58,24I
EXPRESSED [85,11 [202,201
EXTENSIVELY(Z) [63,41 [190,71
EXTENT(ll) [38,11 [44,11 [141,221 [
146,131 [155,191 [176,171 [176,18
[176,201 [181,161 [187,91 [195,12

ExTRA(2) [38,71 [168,201
EXTREME(1) [84,101
EXTREMELY(2) [92,211 [211,31
EYE(2) c1oZ,24I [189,231
=======.= =.======= .==========..
F F F
:=============.=======.======.=
F5F1(1) [139,151
FACE(1) [202,251
FACET IOUS(1)[176,1OI
FACILITATE(l )[6,131
FAcT(67) [1O,1ZI [12.231 [13451[13
,81 [13,131 [16,201 [19,24] [26,19
[26.211 [30,191 [30.201 [31.71[31
,91t34,6] [37,81 [47,241 [49,241 [
55,61 [69,91 [70,161 [73,81[77,13
[81,251 [83,201 [88,51[88,61[91,
111 [91,161 [92,71 [96,231 [101,15
[103.81 [104.191 [105.31 [107.191
C109;7I [109;241 [110;161 tlli,zo
[114,21 [127,21 [133,81 [142,51[1
45.251 [147,111 [147,251 [148,181
[149,91 [149,241 [152,151 [155,25
[157,251 [162,12] [166,3] [166,23
[167,61 [168,251 [172,221 [173,22
[174,3] [174,201 [184,1] [186,211
[197,141 [205,181 [209,221 [217,1
31
FACTOR(Z) [149,251 [164,41
FAILED(1) [57,191
FAILING(2) [54,61 [57,21
FAILURE(3) [20,Z11 [157,51 [158,73
FAIR(4) [157,201 [170,71 [207,151 I
Z1O.12I
FAIR~Y(ll) [27,11 [27,221 [28,72[3
7,131 [42,31 [51,101 [54,41 [54,71

CASET Associates, Ltd,$ ENOPOINTS to FAIRLY
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[55,131 [127,251 [194,221
‘ALRNESS(3) [3,21[100,31 [128,221

-’JT(2)[149,31 [149,41
)[89,141

;, ,A(4)[85,111 [149,121 t170,1
71 [203,201
‘AST(l) [219,141
FATAL(3) [151,231 [152,221 [216,11
FAULT(1)[77,81
FAVOR(2) [193,101 [196,201
FAVORING(1) [144,71
FAVORS(1)[44,221
FDA(9) [2,23] [3,25] [4,5] [6,211 [f
9,191 [75,101 [88,51 [125,241 [144
,161
FOAIS(2) [1,23] [80,191
FEEL(12) [85,61 [90,151 [lll,lol [1
44,131 [146,11 [155,121 [155,221 1
165.231 [165,25] [166,131 [166,14
[209,41 “

FEELING(7) [121,241 [127,121 [146,
31 [167;21 [195;6] [197,21 [199,21
FEELINGS(1) [197,131
FELT(8) [33,19] c33,211 [33,211 [4C
,241 [52,141 [55,91 [57,21 [166,51
FEU(14) [10,201 [33,61 [37,191 [37,
241 [39,177 [94,251 [96,161 [lo9,f
[116,111 [127,191 [127,201 [141,2
31 [152,61 [176,181
FEWER(2) [44,221 [127,”181
FIBRIN (1)[7,121
FIBRIJJOGEN(4)[4,141 [7,31 [7,51 [1
39,121
FIBR1NOLYTIC(2) [8,151 [98,131
FIELD(3)[112,111 [115,241 [119,51
FIFTH(1) [20,61
FNURE(6) [65,81 [65,172 [69,61 [71

T [88,241 [193,61
EO(l) [177,161

ti(2)[67,71 [126,141
FINAL(3) [25,251 [192,161 [195,211
FINALLY(2) [133,161 [135,51
FINANCIAL(3) [2,131 [2,231 [3,31
FIND(16) [17,61 [40,101 [40,141 [47
,181 [90,2J [92,5] [97,23] [126,1[
[143,171 [145,51 [166,31 [177,121
[181,61 [186,21 [196,141 [211,21

FINDING(13) [5,21[10,161 [10,241 1
11,14] [14,13] [15,81 [134,181 [15
5,111 [156,101 [162,151 [163,231 I
170,201 [206,21]
FINOINGS(29) [8,61[10,31 [23,101 I
29,41 [44,21 [63,15] [66,14] [68,1
21 [71,19] [73,14] [89,51 [89,61 [t
9,11] [93,91 [116,131 [117,91 [117
,101 [133,22] [135,221 [143,21 [14
3,181 [150,31 [155,201 [156,61 [16
7,41 [172,19] [177,13] [201,21 [2C
1,21
FINDS(1) [163,71
FINE(4) [188,14] [191,161 [204,41 [
211,73
FINGER(1) [77,1OI
‘INISHEO(l) [80,71
FIR(1) [105,3I
‘1RM(l) [3,3]
‘IRMS(2) [1,151 [2,221
FIRST(42) [9,8] [11,13] [16,10] [2C
,11] [30,5] [30,61 [30,141 [30,211
C31,?51 [45,251 [54,211 [55,171 [5
6,191 [60,41 [65,21 [~,31 [86,231
“9,23] [90,51 [111,51 [116,111 [1

10] [130,11] [134,141 [139,241
~9,25] [139,25] [141,81 [141,91

1

[145,181 [155,9] [176,21 [176,81 1
180,1] [182,24] [182,251 [185,51 I

185,71 [187,201[191,221 [197,71 1
206,11
FITTING(l) [7,41
FIVE(6) [15,211 [20,31[119,201 [1:
5,101 [131,191 t133,91
FIVE-(1)[96,71
FIVE-FOLD(3) [46,11[46,21 [46,61
FIX(1) [81,81
FLAG(1) [31,61
FLAGGED (1) [34,221
FLAT(4) [116,91[119,161 [140,81 [1
40,91
FLAU(l) [216,111
FLIP(2) [74,illI107,7I
FLOU(9) [67.141[68,11[68,31 [68,3
[68,41[68;111 [72;151[fi,171 [ti
,241

FLUKE(1) [185,191
FLY(2) [81,161 [201,71
FOCUS(3) [153,71[154,121 [170,51
FocUSEO(8) [5,121[7,81[9,8] [9,21
[17,191 [20,13][52,191 [130,151

FOCUSING(2) [147,221[154,111
FOLO(3) [96,73[96,81[150,73
FOLLOU(12) [27,31[27,181 [29,161 I
47,141 f47,161[47,173 [75,21 [78,
17] [78,191 [82,61[113,101 [165,2
21
FOLLOU-(l) [97,11
FOLLOU-UP(14) [21,231 [58,191 [58,
211 [59,91[62,51[62,6] 196,241 [5
7,41 [97,71 [97,151[99,231 [106,4
[116,191 [159,231

FOJ.LOU-UPS(1)[97,16)
FOLLOWEO(lO) [11,18I [12,111 [13,1
91 [16,11[21,211[78,221 [96,171 I
96,181 [113,11 [200,51
FOLLDWING(8) [1,91[1,171 [6,61[8,
51 [8,211[104,161[115,181 [161,1

F;/LOWS(3)[48,81 [99,211 [134,141
FOLLOWUP(l )[103,191
FOOLISH(i)[106, i81
FORCE(4) [142,511149,91 [149,231 I
191,141

FORGET (2)[194,161 [206,31
FORGETTING(l )[125,21
FoRM(8) [28,1][33,201[35,177 [39,
31 [56,241 [59,71[90,131 [164,241
FORMAL(2) [27,131[216,41
FORMALLY(1)[14,71
FORMAT (1)[143,51
FORMATION(2) [4,19118,141
FORMS(3) [28,211[38,131 [60,191
FORTH(2) [85,151[183,81
FORWARD (6)[14,111 [37,173 [71,101
[168,101 [189,221[190,11

FWNO(14) [19,20][26,181 [38,171I
44,91146,171 [77,151[77,171 [13E
,171 [165,73 [181,91[181,231 [182
,101 [186,251 [187,11

FWR(13) [23,121[49,131 [63,121 [5
5,71 [110,231 [119,191 [133,31 [13
3,121 [141,241 [151,201 [198,231 I
207,81 [207,91
FRACTIONS(3) [95,19I [95,211 [95,2
31
FRAME(1) [105,16I
FRAMEO(l) [142,111
FRANKLY(2) [122,21[201,61
FRAUGHT (1)[163,171
FREEOOM( 1)[1,231
FREQUENCY(1) [198,61
FREQUENT(3) [85,241[122,11] [198,
31
FRIOAY(I) [57,31

FULFILL (1)[44,1OI
FuN(2)[80,71 [184,151
FUNCTION (1)[1O6,15I
FUNCTIONING(2) [157,81 [167,21
FUND(1) [47,221
FURTHER (15) [24,111 [33,22] [64,23
[67,41 [69,161 [70,24] [88,181 [94
,11] [110,101 [115,23] [116,161 [1
35,81 [137,171 [181,101 [206,91
FURTHERMORE(1) [68,231
FUSIONS(1) [121,ZI
FUTURE(2) [106,131 [125,211
============ .=================,

G G c
========= .========.===========.
GAINED(1) [149.241
GAUGE(1) [143,61
GAVE(3) [25,1OI [28.131 [51.211
GENOER(2) [23,191 [66,231 -
GENERAL(8) [26,171 [29,181 [46,151
[51,19] [106,7I [155,41 [158,101 [
189,131

GENERALLY(12) [29,191 [30,121 [39,
111 [70,171 [95,221 [132,131 [133,
231 [136,13] [157,191 [185,7] [204
,15] [206,251

GENERATED(3) [32,101[38,151 [41,4
GENERATING(1) [76,101
GENERATION(3) [7,121 [7,121 [7,131
GENTLEMAN(1) [4,11
GENTLEMEN (1)[6,211
GETS(8) [77,251 [82,51 [102,81 [148
,22I [166,231 [167,61 [177,191 [19
4,51
GETTING(5) [35,191 [77,121 1141,14
[170,3] [191,151

GIVE(i4)[45, i61 [51,81[77,171 [87
,11] [90,21 [156,101 [156,111 [190
,61 [191,121 [196,161 [197,91 [212
,251 [218,141 [219,91

GIVEN (22)[1O,17I [29,51 [29,181 [2
9,231 [38,81 [51,2] [51,31 [102,15
[107,121 [109,191 [131,61 [131,23
[156,8] [157,241 [157,251 [164,11
[165,171 1182,251 [188,131 [188,1
61 [203,111 [218,111
GIVES(3) [99,191 [144,251 [156,11
G1vING(5) [15,211 [45,31[104,91 [1
97,1411199,171

GLAO(2) [116,151 [126,61
GLEN(1) [72,41
GLOBAL(1) [89,101
GLOBALLY(1) [58,21
GLYCOPROTEIN(3) [4,101 [6,231 [7,4
GOAL(4) [53,31 [53,121 [167,181 [16
7,191

GOES(12) [37,171f44,241 [53,22) [5
6,7I [102,91 [103,51 [110,91 [125,
141 [154,241 [156,21 [165,81 [191,

G%4E(5) [54,121 [54,221 [60,31 [95,
91 [205,171
GOOO(32) [3,241 [12,71[38,111 [54,
51 [66,221 [66,251 [72,201 [77,201
[77,211 [82,7] [84,231 [91,151110
7,191 [108,71 [122,41 [128,31 [130
,111 [144,201 [158,161 [158,191 [1
61,51 [167,141 [167,251 [I7O,1OI [
191,191 [192,111 [192,171 [194,19
[203,171 [205,21] [207,2] [211,14

GOTTEN(1) [158,121
GOVERNMENT(1) [2,173
GP(2) [11,11 [71,71
GRABOYS(ll) [88,13] [89,181 [156,1

,11] [169,25] [198,19] [200,101 [2
00,13]

GRtiE(5) [67,16] [73,2] [~,6] [l&(
,151 [146,171

GRADEO(l )[67,121
GRAOES(l )[67,21]
GRANTEO(l )[1,181
GREAT(3) [30,8J [73,201[J90,171
GREATER(3) [10,221 [12,241[125,1:
GREATEST(2) [31,91 [172,131
GRINES(1)[1,251
GRIPS(1) [124,131
GRWP(80) [21,51 [22,111[22,121 [i
2,131 [22,251 [23,3] [23,12] [23,1
2] [33,11] [34,91 [34,91[40,211 [~
1,131 [44,181 [49,13] [57,22] [57,
22] [59,31 [59,41 [60,51[60,71 [&
,13] [62,231 [62,23] [63,8][63,2[
[64,81 [64,91 [64,121 [65,41[67,:
31 [68,61 [68,6] [72,19][72,21] [7
3,121 [74,8] [74,91 [74,18] [74,1$
[78,91 [78,131 [78,141[78,161 [7[
,211178,241 [80,141 [85,171 [85,1
8] [87.13] [88,8] [97.61[97.81 [1(
3,213 [104,12] [114,241[120,221 I
121,31 [130,181 [130,20] [131,91 I
136,251 [137,11 [142,21[142,31[1
52,131 [152,i41 [152;161[158,251
[162,31 [163,161 [163,22] [173,21
[177,231 [177,23] [181,121[185,:
31 [188.251 [188.251 [201.41

GROUPS(28) [23,181 [23,22j [29,201
[30,31 130,111 [36,231 [41,221 [4$
.201 [54.151 [59,121 [59,211 [64,2
11 [66,14] [74,231 [75,181[84,151
[86,71 [89,241 [90,91193,211 [95,
13] [95,171 [130,231 [133,171 [16C
,10] [164,91 [186,171 [187,231

GUERNSEY(1) [183,191
GuEss(43) [32,111 [32,181 [34,41[3
4,61 [37,72 [37,111 [40,91[40,131
[43,51 [58,11 [58,231 [58,251 [72,
14] [77,4] [81,241 [84,161 [84,251
[85,31 [85,51 [85,241 [86,101 [92,
101 [92,201 [97,201 [97,251[108,1
01 [110,8] [128,211 [140,12] [142,
15] [146,131 [157,21] [158,51 [163
,4] [164,71 [164,141 [165,18] [167
,16] [170,24] [172,151 [190.181 [1
93,231 [201,61 “ ‘

GUIDANCE(6) [27,161 [98,211[190,1
1] [208,6] [212,101 1215,24]

GuIDE(2) [112,181 [112,221
GUIDEO(l) [27,121
GUIDELINE (2)[28,161 [191,111
GuIDELINEs(5) [25,101 [27,20] [28,
13] [43,221 [79,161

GuIDING(2) [194,241 [197,181
GUY(2) [180,221 [219,241
GUYS(1) [198,181
===== =========================:
H H t
===== =========================:
HALF(10)[11,19I [20,31[20,51 [20,
6) [30,172 [69,141 [89,81[90,111 I
90,121 [152,161
HALF- LIFE(1) [4,121
HANO(IO) [122,221 [122,231[148,11
[148,111 [151,18) [154,20] [158,2
[180,231 [189,191 [195,191

HANDLE(1) [52,41
HANDLED(3) [51,21] [145,181[164,2
HANDS(3) [209,61 [209,151 [212,121
HANDS. ](3)[151,191 [209,201 [212,
15]

HANGS(2) [99.221 [107.211

CASET Associate, Ltd.’ FAIRNESS to HANGS
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38;10) [51,141[54,151 [55,141 [10
3.t-— ‘0,121 [124,201 [128,101 [
12 158,11[158,31

HAP} .10)[31,51 [31,251 [38,51
[46,173 [49,21[75,51 [75,61 [75,1
61 [82,181 [152,101
HAPPENING(3) [102.16I [159,21 [192
,201 -

HAPPENS(ll) [15,161 [45,61 [45,81 [
48,23] [53,201 [102,191 [105,241 [
109,91 [110,151 [119,131 [164,91

HAPPY(1) [6,151
HARO(7) [43,3][156,14] [160,12] [1
89,73 [189,141 [197,211 [197,221
HARO-TO-DEFINE( 1)[198,31
HARDER(6) [100,61[1OO,7I [127,71 [
127,711127,71 [154,231

HAROLY(l )[44,231
HARM(1) [85,91
HARP(1) [185,161
HATE(2) [43,51[206,211
HAVING(19) [4,111[42,111 [45,191 [
45,251 [46,81[59,141 [80,151 [104
,251 C108,1I [108,11 [118,81 [145,
21 [148,121 [161,31 [161,3] [165,2
31 [189,141 [198,111 [216,121
HAZARD(2) [163,181 [163,201
HAZAROWS(l )[~, 151
HEAD(3) [81,221[122,191 [174,21
HEADACHE(I) [195,41
HEAR(5) [40.lZI[42.181 [129,91 [17
7,~-[206, ~1 - “

HEARD(15) [58,231[106,11 [107,81 [
117,181 [142,181 [149,211 [153,41
[157,211 [164,25] [165,91 [167,11
t167 141[190,101 [197,13][205,2~, A.

H;,
1)[202,241

HEA ,[25,131 [29,11 [45,81 [53,
141 [157,51 [158,71 [191,121

HEAVY(1) [196.81
HELD(l) t138,i91
HELP(4) [47,101[107,121 [179,21 [1
7$.7’I. . . . .

HELPFUL(2) [199,121 [213,2]
HEMORRHAGE(5) [132,3] [136,12] [13
6,221 [137,141 [137,191
HEMORRHAGES(4) [130,191 [131,111 [
136,9] [136,141

HEPARIN(178) [3,19] [5,31 [6,11[7,
161 [8,101 [10,121 [10.181 [11.111
[11,151 [12,141[12,161 [12,1s1 [1
3,21 [13,5] [13,61 [13,111 [13,131
[13,173 [13,211[14,11 [14,11 [17,
4] [17,231 [18,72[18,81 [18,91 [18
.141 [20.201 [21.71 [21.141 [22.25
i23,21[23,121[23;201 _t23,251[24
,111 [24,13] [30,91 [30,16] [30,17
[30,231 [33,71[34,81 [37,71 [48,1
61 [~9,211 [49,211[49,251 [50,7j [
50,111 [50,121[51,11 [51,2] [51,9
[52,231 [53,51[57,221 [59,41 [60,
51 [61,51 [61,61[61,111 [61,111 [6
1,121 [62,17] [62,17] [62,18] [63,
121 [63,23] [63,241 [64,11 [64,11 [
64,81 [64,91 [64,121 [65,41 [65,61
[65,131 [65,191[65,191 [66,251 [6
7,231 [67,25] [68,5] [68,6] [68,10
[70,151 [71,21[72,71 [72,71 [72,1
3] [72,131 [~,61 [fi,241 [74,81[7
4 ‘74,14] [74.16] [75,7] [78,20

:85,17] [85,16] [86;~I [90,
\ 101[91,15] [97,81 [107,251
[11<,9] [113,4][115,21 [124,121 [
129,22) [129125][130,181 [131,41

1131.91 [131.241 [132.21 [132.1OI
[132;191 [132,251 [134,15] [135,F
[135,101 [135,121 [135,191 [135,2
4] [136,251 [136,251 [139,181 [142
,31[144,131 1144,151 [144,161 [14
4,181 [144,201 [144,231 [144,251 I
146,71 [146,141 [147,1OI [147,121
[149,251 [152,91 [152,10] [153,1$
[153,201 [154,91 [154,10] [154,11
[154,11) [154,121 [154,151 [162,1
[162,11 [163,11 [163,151 [187,1OI
[187.161 [187.171 [187,191 [188,1
a] [169,7] [199,81 [199;91 [200,21
fZo0,31 [203,81 [203,101 [203,121
[203.221 [204,191 [206,2] [210,22
[212;81 [212,141

HEPARIN’S( 1)[12,221
HEPARIN/ASPIRIN( l)[52,111
HEPARIN/TIROFIBAN( l)[163,161
HEPTHAPIBATIDE( 1)[165,31
HERSELF (1)[185,121
HESITATE(1) [83,201
HETEROGENEITY(2) [23,141 [101,41
HIERARCHY(2) [169,161 [192,41
HIGH(20)[4,111 [16,161 [17,51 [42,
231 [45,181 [46,71[46,161 [46,191
[72,151 [114,2] [120,161 [120,211
[120,231 [132,91[185,161 [185,17
[186,21 [186,31 [194,21 [194,61

HIGH-DOSE(2) [140,41[185,221
HIGH-RI sK(l) [18,241
HIGHER(10)[13,4I [13,51 [13,121 [1
9,191 [89,101 [100,71 [113,31 [132
.71[166,231 [179.161

HiGHEST(6)[ll ,231[12,31 [17,31 [1
7,41 [131,221 [131,231
HIGHLY(3) [64,131 [64,191 [110,191
HIGHLY- (1)[7;21
HIGHLY-EFFECT IVE(2) [8,91 [8,101
H1sToRIES( 1)[114,121
HIsToRY(8) [19,41 [19,51 [20,41 [20
,51 [28,181 [126,25] [161,191 [174
,14]

HIT(3) [40,111 [122,191 [123,81
HOLD(4) [15,121 [129,131 [148,181 I
202,131
HOLDING(l) [166,71
HOLISTIC(l) [85,111
HoME(3) [124,181 [124,191 [143,111
HOPE(3) [36,241 [74,41[125,181
HOPED(I) [18,111
HOPING(1) C99,211
HOSPITAL(5) [21,221[39,41 [192,71
[192,81 [192,201

HOSPITAL IZATION(l) [69,111
HOSPITAL IZEO(l) 1197,151
HOUR(10)[11,19I [17,211 [28,151 [4
4,41 [51,71 [51,71[65,21 [67,101 [
108.17I [168.171
HoUR5(77)[4, i31 c16,1OI [18,211 [1
8,22] [20,201 [21,211 [22,191 [22,
231 [23,71 [23,231[30,51 [30,6] [3
0,211 [31,31 [36,121 [36,14)[36,1
61 [45,71 [45,241 [49,121 [52,7] [5
2,151 [54,211 [55,171 [56,11 [56,2
[56,31 [56,141 [56,201 [57,51 [60,
61 [61,21] [61,241 [62,11 [65,2] [6
7,61 [68,201 [75,61[86,21] [89,23
[90,51 [90,201 [91,8][94,3] [94,1
4] [95,11 [95,5][95,6] [95,8] [107
,201 [109,61 [109,131 [111,61 [114
,1][?24,6] [124,171 [124,181 [125
,91 [127,131 [127,13) [127,19] [12
8,11 [138,11 [138,21 [141,131 [141
,201 [143,24] [144,231 [147,12] [1

HOVER ING(1)[37,101 - -
HOWEVER(17) [10,121[!4,2) [18,20:
[19,31 [27,171 [45,61[48,221 [60,
24] [69,231 [75,5][115,6] [123,1(
1147,171 [176,121 [186,17] [194,;
11 [208,221

HUGE(1) [167,231
HuNDRED(5) [84,191 [108,121 [152,’
21 [179,191 [179,231
HUNG(4) [80,19J [80,191 [81,91 [10~
,151

HURT(1) [219,24]
HURT JNG(I) [99,71
HYDROCHLORIDE(4) [3,17] [4,81[4,!
[6,221

HYPERCHOLESTEROLEM IA(2) [20,61 [’
14,131

HYPERTENSION(6) [20,51 [114,121 [4
61,11 [161,21 [161,31 [161,41
HYPOTHESIS( 11)[7,241[20,161[48,
51 [48,191 [53,61[61,41[112,31 [“
18,181 [118,191 [125,171 [t64,111

HYPOTHETICAL(2) [137,231 [138,41
===== ===========a=============:
I I 1
========= ========= ========= ===:
IDEA(7) [29,171 145,161 [91,151 [11
0,21] [175,10] [185,161 [198,111
IDENTICAL(7) [94,221[104,71 [123,
11 [123,31 [172,61[176,51 [180,1(
IDENTIFIABLE(l )[46,111
IDENTIFICATION( 1)[145,211
IDENTIFIED [21,41 [25,61 [26,7
[26,111 [26,201 [33,51 [33,81 [33,
16] [33,241 [35,11[35,21 [35,81 [?
5,151 [37,131 [37,251 [38,141 [39,
21 [39,111 [40,211[50,171 [52,191
[57,171 [60,21 [81,161 [90,11[161
,12] [172,151 -

IDENTIFY(4) [31.17][32.31 [37.181
[39,141- - ‘ “

IDENTIFYING(2) [26,101 [217,231
IGNORE(1) [211,211
IGNORED(1) [34,231
11(20)[5,21 [11,91[13,141 [17,111
[179,21 [179,81[179,161 [179,241
[180,41 [180,101 [180,131 [180,25
[181,21 [181,141 [182,14] [183,15
[183,221 [185,141 [185,171 [186,C

llB/lll(l) [11,11
IIB/IIIA(16) [4,101[4,141 [6,231 I
7,41 [71,81 [106,221 [110,31 [116,
141 [120,181 [126,91 [126,191 [132
,181 [137,131 [139,121 [184,61 [21
8,14]
IIB/l IIA’s(2) [124,121 [189,101
111(6 )[5,11[5,101 [11,161 [12,131
[14,71 [14,91

ILEANA(8) [59,81 [88,121 [93,171 [1
60,3] [175,13] [200,71 [203,241 [2
16,5]

ILLUSTRATED(1) [21,161
IMMEDIATELY(l )[94,71
IMPAcT(32) [45,131 [45,171 [73,221
[109,61 [109,101 [109,121 [109,16
[126,131 [126,191 [179,21 [179,81
[179,161 [179,241 [180,41 [180,91
[180,131 [180,251 [181,21 [181,61
[181,141 [182,141 [182,171 [182,2
21 [183,31 [183,15] [183,221 [184,
31 [185,61 [185,131 [!85,’171[185,
23I [186,81
IMPACTED(2) [147,51 [180,101
1MPLIcATION(4) [143,151 [163,61 [1
66.211 [174.41

IMPLIcATIoNs(4) [116.16] [144.141
[157,181 [157,161 - “

IMPORTANCE(2) [144,14] [160,151
IMPORTANT(3O) [4,19] [28,11] [43,’
0] [43,13] [44,71 [67,71 [85,6] [9:
,211 [97,23] [99,151 [104,18] [10!
,3] [106,4] [111,8] [124,3] [126,[
[133,231 [155,161 [156,151 [157,;
[159,61 [161,71 [167,172 [172,11:
[185,211 [185,251 [190,211 [191,’
[191,91 [218,91

IMPoRTANTLY(2) [134,211 [145,16]
IMPOSSIBLE(2) [145,221 [146,21
IMPRESSION(1) [207,41
IMPRESSIVE (2)[90,231 [101,181
IMPROPER(l )[186,191
IMPROVE(2) [7,251 [192,151
IMPROVES(2) [68,11] [73,24]
IMPUTE(1) [127,11]
1N-HANO(1)[11O,5I
IN-SERVICING(l )[51,231
INADEQUATE(1) [145,23]
INAOVERTENT(l) [51,18]
INADVERTENTLY(1) [51,151
INCENTIVES(l )[106,12I
INCEPTION(1) [9,21
INc1DENCE(8) [59,1] [135,16] [187,
7’I[187,111 [187,211 [188,21 [188,
7] [188,101
INCLINATION( 1)[199,251
INcLUDE(12) [23,251 [54,11] [73,25
[100,41 [1D6,1OI [106,191 [130,14
[149,221 [159,241 [168,31 [170,1$
[185.221

INCLUDED [22,161 [28,22] [32,2
2] [113,191 [113,22] [114,6] [114,
16] [117,6] [180,9] [180,9] [186,5
[190,161

INcLUDES(5) [82,161 [116,6] [134,2
21 [152,211 [212,81
INCLUDING [3,211 [6,31[68,181
[134,241 [135,31 [136,11 [164,91 [
186,5] [208,161 [213,211 [214,11

INCLUS1ON(6)[19,8I [19,111 [53,14
[53,161 [54,111 [111,151

INCONSISTENCY(l )[215,121
INCONSISTENT(1) [63,161
INCORPORATE(1) [172,231
INCORPORATED(1) [8,21
INCORRECT(1) [179,81
INcREASE(7) [46,3] [46,6] [51,7I [7
8,231 [131,121 [187,141 [212,251
INCREASED(9) [13,61 [14,51 [22,111
[46,11 [62,231 [119,81 [129,241 [1
87,11] [187,221
INCREASES(1) [46,51
INCREASINGLY(1) [156,131
lNCREMENTAL(l )[213,191
rNoEED(4) [55,81 [56,251 [77,181 [1
68,151
INDEFINITELY( I)[194,71
INDEPENDENT(4) [22,51[62,121 [62,
15] [113,121
INDEX(1) [16,231
INDICATED (11) [3,181 [3,221 [6,51[
9,17’2[18,5] [47,31 [61,11 [67,61[
93,7I [135,241 [136,21
rNOICATING(2) [102,131 [103,201
INDIcATION(12) [3,121 [5,21][5,22
[60,20) [69,181 [135,221 1144,161
[177,91 [191,151 1199,141 [214,18
[218,21

INDICATIONS( 1)[201 ,81
INDICATOR(2) [145,31 [161,81
INOIFFERENT( 1)[199,8]
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lNDIVIDUAL( lZ) [5,11 [10,201 [73,7
.[84,141 [89,21 [89,41 [141,41 [147
--=--‘149,161 [184,181 [206,101 [Z

b JUALLY( 1)C23,91
INU,VIDuALS(l)[27, ~l
[NFARCT(5) [95.191 [124,81 [124,15
[125,191 [157;91 -

[NFARcTION(61 )[3,141 [3,201 [5,14
[6,31 [7,201 [9,11 [10,21 [17,173 I
19,61 [20,41 [20,121 [20,173 [20,1
9] [21,1] [21,2] [22,221 [24,101 [3
3,9I [33,11] [33,201 [40,231 [40,2
4] [41,21 [56,161 [57,7] [57,111 [t
0,191 [61,72 [61,9] [64,71 [64,171
[64,241 [66,51 [68,191 [70,191 [85
,161 [88,41 [95,121 [95,151 [95,1t
[95,181 [112,73 [114,161 [114,181
[116,221 [119,231 [129,31 [134,51
[134,173 [134,25] [135,251 [139,2
0] [141,121 [151,15] [152,211 [152
,221 [154,231 [158,91 [160,111 [lt
9,231 [176,61
[NFARCTIONS(12) [19,181 [23,71 [4C
,201 [53,21 [65,101 [66,161 [113,2
4] [119,73 [119,21) [121,71 [122,1
0] [152,231
lNFARCTs(2) [157,31 [159,11
[NFILTRATE(l )[137,181
[NFINITUM(l )[50,231
[NFLATED(l) [81,11
[INFLUENCE [111,101 [147,251
IJJFLUENCED(3)[108,16I [172,18) [1
89,211
lNFORMATION(12) tl,131 [1,241 [5,1
9] [5,23] [5,251 [25,151 [29,21 [lC
7,231 [140,141 [162,241 [172,141 [
=“=.171

:TION(l) [151,231
AJENT(4)[23,13J [32,6] [33,4

L-,211
[NFREQUENTLY(l )[31,211
[NFUSED(l) [112,251
[NFUSION(47) [11,18] [11,19] [11,2
3] [12,11] [12,12] [12,191 [12,20]
[13,181 [13,191 [14,231 [14,251 [1
5,173 [15,18] [15,181 [15,18] [15,
211 [16,11 [16,51 [16,101 [17,211 [
21,173 [21,21] [22,191 [22,241 [29
,191 [50,51 [50,111 [50,131 [90,18
[90,251 [91,11 [93,241 [94,11 [94,
21 [94,51 [94,181 [113,11 [113,31 [
120,22] [122,121 [131,81 [137,41 [
141,13] [201,151 [201,251 [213,3]
[218,111
INFUSIONS(2) [30,2] [140,11]
:NHERENT(l) [108,72
:NHIBIT(2)[1B,81 [18,9]
,NHIBITED(2) [15,21 [21,151
:NHIBITING( 1)[139.131
‘NHIBITION( 15)[4, i81 [5,71110,23
[11,21 [11,51 [11,211 [11,221 [11,
25I [12,11 [13,231 [14,181 [14.221
c14,24i t15,201t219,13] -
NHIBITOR(7)[4,1OI [6,221 [7,31 [7
,221 [11,1] [137,13] [184,6]
NHIBITORS(l )[11O,4I
NHIB1TS(?)C139,111
NITIAL(lO) [8,4][8,24] [17,25] [5
2, 12] [64,25] [69,10] [76,20] [86,
201 [102,41 [162,141
“’TIALLY(l)[36,20]

‘“”ATED(10)[9,2O][31,19] [111,
.112,1][112;4] [112;16] [112;

h -.J[~12,231[135.121 C201,121
IINJEcTIoN(l )[3.171

lNJURY(I) [7,111
lNSIGHT(l) [77,211
lNSIGHTS(l) [77,161
INSISTING(l) [27,11
INSTITUTION( 1)[11O,18I
INSTRUCTED(1) [51,191
INSTRUCTIONS(2) [51,31 [165,161
INTACT(2) [35,221 [37,11
1NTEGRALIN(8) [2,61[158,141 [161,
11] [167,211 [168,61[180,21 [180,
131 [185,171
INTEGRATE(1) [47,211
INTEGRIN(l )[139,161
1NTEGRITY(2) [2,181[56,81
INTENDED(7) [4,131[58,141 [58,1~
[96,181 [188,111 [188,121 [210,1$

INTENDS(1) [101,9I
INTENT(3) [149,171 [186,181 [214,:
61
INTENT ION(3) [22,151 [58,71 [58,1(
INTERACTIONS(l )[1O7,25I
INTEREST(?7) [1,71[1,81 [1,101 [1,
17] [2,81[2,131 [2,161 [2,231 [3,Z
[3,51[31,101 [71,61[79,51 [90,2:
[126,161 [131,221[166,51

INTERESTED(9) [24,221 [61,251 [62,
4] [89,211 [102,101 [122,151 [143,
201 [143,201 [182,181
INTERESTING(5) [88,141 [107,241 [1
20,121 [123,161 [178,241
INTERESTS(3) [1,151[2,121 [2,161
INTERIM(9) [22,61[62,191 [62;251 I
78,201 [80,221 [81,171 [113.141 [1
62;61Ci63;211 - -
INTERMINABLY(1) [80,61
INTERNAL(1) C105,221
INTERNALLY(2) [167,181 [171,141
INTERPRET(4) [82,31[106,91 [146,2
3] [148,221 - -
1NTERPRETATION(6) [91.71 [103.81 I
153,5] [166,251 [184,31 [215,81
INTERPRETED(2) [70,41[137,151
INTERPRETING(1) [76,81
INTERVALS(3) [76,201 [122,111 [145
,201
INTERVENE(I) [89,11
INTERVENED(1) [88,231
1NTERVENTION(22 )[8,8] [8,19] [45,
4] [45,10] [88,18][102,22] [108,4
[108,171 [109,2I [110,171 [110,17
[110,241 [128,24) [159,31 [179,15
[181,101 [194,3) [194,221 [195,91
[201.131 [202,11 [218.31

INTERVENTIONA~( 1)[60;181
INTERVENTIONS(6) [10,9] [67,8] [lC
8,131 [110,21 [110,221 [176,71
INTERVIEUING(l )[118,151
INTO(3O) [7,4] [8,2][19,151 [47,22
[48,11[76,121 [76,211 [77,1) [77,
16] [81,221 [84,1][88,15] [89,14]
[131,141 [141,211 [142,181 [149,2
11 [149,251 [153,31 [153,61 [156,4
[158,12) [158,121 [164,41 [172,23
[187,251 [192,121 [192,161 [194,2
5] [212,111
INTRACRANIAL(3) [130,191 [131,111
[132,3]

INTRAVENOUS(4) [3.!71 [4,131 [6,24
[1D0,191 - ‘ ‘

INTRINSIC(2) [8,151[48.121
INTROOUCT10N(2j [3;231t6,6]
INTRDOUCTORY( 1)[4,21
INTUITIVE(l )[77,201
INVASIVE (1)[135,171
INVERSION(1) [44,31
INVESTIGATION(li [137.171

INvESTIGATOR [25,81 [26,141 L
7,251 [31,181 [32,31 [32,10] [32,;
51 [33,91 [33,181 [33,181 [33,191
34,41 [34,151 [35,141 [35,161 [36,
201 [37,131 [39,91 [39,121 [39,13:
[40,16] [40,221 [43,1.41[44,181 [!
0,201 [50,251 [51,51 [54,22] [55,!
[55,91 155,231 [56,121 [56,201 [5(
,211 [56,241 [57,21 [57,81 [83,181
[85,161 [86,121 [149,111 [156,11
161,131 [161,161 [165,161
INVEST IGATOR’S(1 )[55,4]
INvESTIGATOR-(2) [21,31 [41,251
INVEST IGATOR-ADJUDICATED(1 )[85(
231
iNVESTIGATOR-DECLAREO(l )[35,211
INVEST IGATOR-DEFINEO(2) [84,11 [1
4,71
INVEST IGATOR-DETERMINEO(I )[166,

I;;ESTIGATOR-DR lVEN(l) [41,41
INVESTIGATOR -1DENTIFIED(6)[25, i
31 [38,41 [39,71 [62,111 [86,21 [If
6,151
INVEST IGATOR- INITIATED(l) [46,2~
1NvEST1GATORS(35) [25,61 [26,31 [i
6,71 [26,111 [26,211 [26,231 [28,1
9] [32,21] [34,231 [35,21 [36,101 I
38,14] [41,91 [41,131 [42,221 [42,
241 [44,71 [46,251 [47,31 [52,31 [i
9,121 [83,6] [86,24] [90,1] [96,14
[113,41 [156,81 [156,111 [165,171
[166.31 [166.41 [166,241 [168,191
[171;101[19i,121 - -

InVeStigatOrS’ [165.51 [165.5]
INVITATION( 1)[199,201” -
INVOLVE(3) C2,211 [9,111 [108,121
INvoLVED(6) [9,211 [11,181 [52,21 I
67,21 [104,41 [105,251
INVOLVEMENT(4) [2,51[2,251 [3,31I
27,171
INVOLVES(1) [8,41
INVOLVING(1) [76,17J
IPA-lNDUCED( 1)[11 ,221
lRB(l) [86,251
IRRELEVANT(2) [176,121 [204,241
IRRESPECTIVE (1)[70,121
IRREVERSIBLE(5) [66,51 [85,81 [lOt
,8][196,101 [198,51

rscHEMrA(74) [19,11 [19,141 [20,15
[20,211 [20,231 [22,211 [23,61 [25
,31[25,51 [27,11[27,91 [27,221 [:
3,6] [33,7] [33,101 [34,81 [37,61 [
38,21 [38,31 [39,191 [40,251 [42,4
[42,51 [42,71 [42,141 [43,151 [45,
141 [45,171 [45,241 [46,41 [46,101
[46,151 [54,211 [55,11 [55,241 [54
,131 [57,91 [57,101 [59,141 [64,16
[82,171 [85,21 [93,61 [98,61 [111,
51 [111,151 [112,61 [112,14][114,
4] [116,31 [118,3] [119,111 [122,5
[141,121 [142,61 [151,161 [151,23
[168,151 [168,161 [168,171 [168,1
81 [169,121 [169,211 [176,73 [190,
3] [190,81 [190,13] [190,21] [191,
41 [191,161 [192,171 [194,41 [196,
3] [197,191
ISCHEMIA-(l )[21O,2I
ISCHEMIA/MYOCARD IAL(1)[64,241
ISCHEMIAS(3) [60,21 [99,251 [172,3
IscHEM1c(42) [3,191 [5,121 [6,21 [.S
,241 [7,91 [7,151 [7,191 [7,211 [IC
,111 [23,41 [24,12] [24,241 [25,15
[28,191 [48,61 [54,51 [61,7] [63,1
0] [64,7] [65,201 [68,181 [91,221 I

06,19] [113,21) [129,21 [131,191I
134,161 [135,91 [135,241 [139,191
[141,191 [141,231 [144,51 [144,61
[152;41 [152,i41 [152,201 [158;2

ISOLUTION [147,8] [178,6] [208
21
ISSUE(32)[I,9] [43,10][53,13] [7
,11 [97.91 [104,151 [105.101 [105
i91[lli ,173 [li8,71 [119,221 [12
,18] [123,191 [125,131 [126,221 [
48,21] [153,221 [157,11 [157,41[
57:72 t157,i3] [159,211 [160;161
162,10] [191,19] [192,18] [192,2
[207,101 [211,201 [212,21] [213,
61 [217,181
ISSUES(25)[15,1OI [52,61[86,151
96,111 [100,91 [100,11] [100,14]
111,12] [111,211 [117,181 [141,6:
[142,141 t14i,171 [149,131 t149,i
11 [154,141 [159,61 [159,?81 [1601
171 [167,10] [173,231 [176,25] [2[
0,211 [200,251 [201,5]
ITEM(ll) [1,71[3,161 [6,191[24,2’
[60,141 [72,11 [111,191 [117,161
129,161 [136,41 [139,9]
ITERATIVE( 1)[35,1OI
ITSELF(4) [64,191 [66,12][140,151
[188,161

IVB(l) [145,81
IVC(1)[145,81
========= ========= ========= ===:
J J .
=======.==========.=.====.===s:
JANUARY(6) [139,17] [165,2] [167,;
01 [168.11 [173.121 [173.241
JEFF(17j [29,151 [104,13j [105,181
[144,9] [145,9] [146,9][188,4][1
88,211 [196,181 [197,231 [198,151
[204,191 [210,14] [211,1] [212,2;
[215,73 [218,101

JEFF’S(1)[212,1OI
JEFFREY(1) [84,17’I
JIM(I) [80,191
JIVE(1) [74,51
JOAN(3) [1,41 [3,73[151,171
JOANN(8) [1,19] [41,6][42,10] [54,
191 [88,111 [197,61 [197,71 [210,;

JoB(2) [82,71 [158,191
JOHN(7) [88,111 [91,4][92,9][111,
21 [168,121 [201,91 [203,25]
JUDGE(3) [41,91 141,251[165,211
JUDGEO(4) [24,25] [27,6][41,9I[54
,221

JUDGMENT [44,141 [109,41
JUDGEMENTS(l )[109,81
JUDGMENT [27,4] [27,25] [34,15
[37,141 [40,171 [40,191[43,231[1
09,71 [150,171 [168,9)[168,121 [1
72,24) [175,111 [177,11[215,231
JUDGMENTS(2) [160,101 [168,7]
JUSTIFY(2)[I06,201 [140,151
=====.------.--===.===========:----------

t K K
===------ ----------======== .===----------
KAPLAN-ME IER(4) [65,16][66,41 [1[
3,11 [175,81
KEEP(6) [50,4] [50,6][80,13] [80,1
61 [169,31 [189,231
KEEP1NG(3) [69,171 [112,10] [132,5
KEEPS(1) [156,7]
CEPT(2) [50,221 [50,23]
KEY(3) C1O,3I [88,11 [134,131
KI-souARE[ 1)[181 ,51
KILOGRAM(ll )[11,241 [12,10] [12,1
21 [12,191 [13,181 [13.201[15,22]
[15,231 [112,251 [113;21[200;41

CASET Associates, Ltd.. INDIVIDUAL to KILOGRAM
#
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T,15~_[156r151[161;171 [l&,21 [’~-
‘171,241 [179,41 [179,71 [l!
195,191

:1. .) [107,251 [122,31 [125,141
:INETICS(2) [127,161 [128,21
:ING(10)[101,25I [101,251 [103,1(
[104,41 [118,171 [119,31 [121,221
[123,151 [125,61 [125,201
:NEU(6)[29,7’J[48,141 [50,251 [12’
,201 [158,61 [211,121
:NOUING(5) [24,22] [89,211 [109,91
[109,181 [188,171
:NOULEDGE(2) [47,221 [59,51
:NOUN(6)[29,111 [56,191 [69,241 [’
33,1] [160,8] [218,171
:NOUS(l)[180,221
:ONSTAH(34) [1,19] [2,3] [2,41 [31,
14] [31,221 [34,121 [34,141 (44,1{
[49,171 [51,111 [107,11 [126,211 I
137,121 [148,71 [151,21 [160,241 1
163,31 [166,211 [170,181 [171,11 I
178,131 [184,13] [186,18] [189,1:
[193,101 [193,131 [193,161 [193,’
9] [193,211 [193,23] [196,171 [21(
.251 [211.101 [2111121
:ONSTAM’S~l) [33,11
:=============================:

L I
.------.------=======================:
AB(4) [54,141 [55,101 [191,71 [191
,81
.ABELING(10) [51,24] [138,51 [138,
6] [138,161 [139,3] [169,91 [169,;
51 [212,11] [213,20] [217,20]
.ABELS(l)[51,221
.~AToRIES(4) [3,141 [3,181 [4,:

’111
roRy(9) [50,173 [50,181 [52,

.,41 [57,51 [67,111 [112,171 I
112,24] [126,141 .
ABS(l) [51,221
ACK(4) [26,24] [145,61 [155,211 [;
01,31
,ADIES(2)[3,251 [6.211
,ANCET(l)[181,131 -
.ARGE(16)[5.1OI [5.181 [41.171 [41
,211 t42;21i42,51 i52,131i55,131
[67,171 [67,221 [95,41 [101,191 [1
08,8] [146,61 [172,161 [173,61
.ARGELY(3)[39,181 [40,22] [187,17
ARGEST(l )[154,25]
ARRY(l) [4,11
AST(15) [18,211 [52,71 [58,231 [95
,10] [97,201 [110,231 [136,61 [153
,221 [154,15] [164,231 [165,11 [14
5,2] [175,6] [180,11 [187,41
ASTLY(l )[9,181
ATE(3) [104,1II [120,14] [133,141
ATER(17) [9,191 c31#91 [31,101 [4C
,151[95,21 [95,171 [109,61 [111,2
31 [124,19] [124,19] [128,10] [144
,241 [148.191 [152.111 [154.61 [It
3,12] [18i,181 -
ATTER(3)144,131 [130,41 [173,211
AUGH(l )[157,121
EAD(5) [4,20] [7,25] [24,19] [177,
21 [178,111
EAOER(l) [6,61
EADING(l) [92.151
EADS(6)[5,15j [7,10] [7,11] [7,19
‘--31 [57,161

:22)[11,21 [11,211 [17,111 [2
J [49,51 [52,121 [61,241 [66,1

(J [80,14] [83,9] [96,1] [105.5] [1

148,181 [158,241 [174,91 [174,231
[213,21 [213,51

LEAVE(2) [72,81 [124,21
LEAVES(1) [157,121
LEAVING(2) [36.251 [60.72
LEO(1) [91,91 - -
LEFT(6) [35,221 [81,141 [95,181 [1!
7.51 [162,81 [21O,22I
LEFTOVER(i) [88,81
LEGITIMATE( 1)CI09,211
LEM(12) [44,151 [47,91 [77,81 [78,:
51 [97,91 [150,91 [152,72 [155,51 1
162,41 [171,61 [202,201 [209,221

LEMUEL(l) [1,191
LENGTH(1) [143,231
LES1ON(4)[67,14I [68,21 [68,111 [1
12,181

LESS(24) [84,91 [84,111 [85,71 [85,
24] [90,121 [107,231 [110,111 [13:
,201 [133,61 [133,71 [133,91 [143,
31 [147,221 [150,211 [154,21] [15t
,61 [165,241 [182,91 [189,241 [20Z
,91 [206,121 [206,181 [207,31 [20;
,41

LESSER(1) [176,201
LET’S(23)[88, iOl[101,121 [lll,lf
[137,241 [138,31 [150.181 [151.1:
[154;101 [157;173 [156,201 [162,7
[170,41 [175,121 [178,111 [190,11
[193,81 [193,91 [196,141 [200,61 I
206,81 [211,251 [214,71 [217,71
LETTER(4) [144,111 [146,151 [146,1
71 [146,181
LEVEL(13) [12,11 [12,241 [79,111 [t
2,11 [83,91 [83.151 [133.101 [141,
17] [141;181 [1~3,71 [150,131 [lti
,111 [206,151

LEVELS(6) [14,231 [15,31 [15,191 [1
6,6I [95,131 [96,71
LIFE(3) [156,211 [157,21 [161,61
LIGHT(4) [123,131 [128,81 [128,91 I
134,21

L1KEo(2) [104,231 [l~,71
LIKELIHooo(5) [45,181 [45,251 [46,
21 [46,81 [177,191
LIKELY(5) [33,i31[92,231 [100,41 [1
07,41[184,181
LIMB(7) [18;1OI [162,51 [162,141 [1
62,161 [163,81 [206,2) [206,21
LIMBs(6) [124,201 [153,171 [153,1C
[162,7] [162,91 [207,131

LIMITATION( 1)[47,131
LIMITATIONS(l )[198.211
LIMITEO(3) [68,21[76,151 [74,171
LIMITS(2) [33,171 [96.21
LINDENFELD(2k) [l,191 [41,71 [41,1
21 [41,173 [41,231 [42,81 [42,121 [
54,201 [54,251 [55,121 [55,161 [55
,191 [89,211 [90,151 [90,221 [91,3
[171,161 [172,11 [182,17Y [182,2C
[183,21 [185,31 [185,101 [197,81 [
210,91 [219,141
!1NE(6)[99,81 [126,171 [156,161 [1
71,41 [171,121 [200,61
LINED(1) [166,151
.INGER(l) [48,131
.INING(l) [175,71
.INK(2) [61,151 [72,171
.INKING(I) [134,20]
.INKS(l) [68,231
.IPICKY(48) [14,161 [14,211 [15,41
[15,151 [15,251 [16,71 [16,111 [77
,81 [77,111 [78,21 [78,4] [82,6] [E
2,111 [83,14] [101,101 [102,241 [1
03,23] [109,3] [109,17] [128,6] [1

164.191 [164,221 [166,171 [175.11
[179,13i[179,211 [180,31 [180;li
[180,201 [181,21] [181,251 [182,3
[182,71 [183,61 [183,241 [184,121
[184,241 [192,241 [196,21 [196,71
[196,101 [199,21 [208,121 [215,11

LISTED (2)[2,3I[142,1OI
LISTEN(1) [180,121
LISTEN ING(l) [56,41
LITERALLY(2) [175,21 [175,111
LITERATURE(2) [123,181 [187,131
LITTLE(41) [20,51 [24,231 [29,171 [
29,251 [30,4] [30,221 [34,20] [36,
6] [49,17] [49,21] [75,1] [76,41 [8
4,16] [88,19] [88,241 [89,151 [90,
12] [114,10] [116,101 [137,171 [14
0,6] [145,5] [145,7] [145,25] [146
,101 [147,191 [155,71 [155,121 [16
0,6] [162,2] [168,81 [172,91 [177,
7] [179,16] [185,3] [189,91 [189,2
3] [194,13] [197,2] [206,91 [218,1
LIVE(3) [47,131 [110,161 [201,61
LIvER(1)[106,15I
LWES(2)[I07;141 [!56,191
LOAOING(6) [11.181 [12,111 [13,181
[14,231 [15,1ti [15,161

LOCAL(2)[23,241 [51,111
LOG(3) [23,la [66,201 [70,61
LOGICAL(2) [215,121 [215,121
LOGICALLY(l )[219,71
LONG(10)[47,14I [94,171 [99,221 [1
27,151 [156,241 [159,11 [159,221 [
169,31 [176,31 [204,21

LONG-TERM(13) [45,201 [48,251 [99,
9] [99,121 [100,171 [100,221 [102,
4] [102,19] [107,10] [111,8] [113,
10] [116,18] [135,20]
LONGER(7) [90,251 [94,51 [100,61 [1
10,16] [137,3] [193,21 [213,61
LONGER-(1 )[126,31
LONGER-TERM(3) [21,231 [62,41 [65,
161
LONGEST(2) [108,181 [154,251
LONGSTATT(2) [137,251 [138,21
LOOK(96) [26,221 [36,21[37,81 c37,
10] [38,111 [45,11] [45,14) [48,31
[48,71 [48,10] [52,111 [52,201 [53
,31[53,111 [60,41[61,141 [70,241
[73,11 [73,51 [73,81[~,81 [75,41
[75,61 [75,91 [75,101 [75,121 [75,
15] [85,7] [85,231 [86,161 [87,21 [
92,41 [98,201 [98,221 [100,131 [10
0,201 [100,25][101,11[101,51 [10
1;81 [10!,141 [101,16) [101;161 [1
01,211 [103.41 [103,51 [104,11 [10
4,i5] [104,i71 [105;41 [107;121 [1
08,211 [110,1] 1110,41 [115,101 [1
15,231 [118,51 [120,131 [120,201 [
122,22] [122,241 [123,41 [123,91 [
123,10] [124,15] [125,71 [125,191
[126,71 [126,121 [144,221 [146,61
[147,61 [147,81 [155,161 [156,11 [
163,7] [165,4] [168,21 [171,51 [17
2,61 [172,91 [172,191 [174,161 [17
4.201 [174.211 [180.141 [182.141 [
182,16] [184,161 [188,23] [188,25
[205,71 [207,111 [208,121 [215,11
C217,181

.00KEO(19) [9,131 [29,171 [33,161 [
34,211 [59,161 [59,181 [64,251 [66
,18] [71,91 [86,241 [95,221 [104,2
31 [126,181 [148,11 [152,151 [161,
111 [165,21 [165,31 [165,141
.00KING(32) [31,111 [40,31 [62,21 [
64.151 [75,4] [76.101 [95,16] [99,

CASET Associates, Ltd.;

241 [11O,8J [110,181 [118,31 [123,
131 [127,131 [127.211 [147.20] [15
2,21 [153,2] [161;251 [167;20] [17
8,5I [182,8] [184,201 [191,2] [191
,181 [192,6] [192,13] [208,22] [2(
9,91

LOOKS (15) [16,1J [34,14] [93,1] [9?
,21 [93,!11 [103,21 [104,21 [105,:
[128,81 [132,241 [184,221 [206,1?
[206,141 [216,161 [219,61

LooP(1)[96,1O]
LosE(2) [81,241 [166,61
LOSES(1) [148,191
LOSS(3) [58,211 [97,151 [108,61
LOST(5) [96,231 [97,11[97,3][97,7
[123,121

LOTS(2) [183.161 [183,17]
LOVANOX(l) [2,71 -
LOU(30) [22,12] [34,101 [42,20][73
,21 [130,161 [130,181 [130,21] [13
0,24] [131,8] [131,18] [131,25] [1
32,41 [132,211 [133,81 [133;25] [1
33,251 [134,11 [135,16] [135,181 [
136,23] [162,19] [162,21] [162,15
[185,131 [185,241 [186,51 [186,10
[188,21 [188,101 [188,121

LOU-00 SE(I) [181,121
LOU-OOSE/HIGH-DOSE(l )[180,21
LOUER(12) [11,71 [12,18][13,173 [1
9,131 [19,171 [87,121 [100,5] [140
,61 [140,71 [171,17] [191,81 [198,

L:jER R15K(1) [19 91

LOWEREO(l) [43,11‘
LOUERS(l) [144,21
LUMPEO(1)C169,15]
LUMPING(1) [168,231
LUNCH(1) [177,61
===== ===.=====.==========------------

H M M
=======================----------------

MAGN1TUOE(2) [165,61[174,171
MAIN(4) [30,161 [30,241[129,211 [2
00,23]

MAINLY(1) [135,1OI
MAINTAIN(2) [49,221 [51,91
MAINTAINEO( 11)[15,24] [16,6][65,
21] [65,241 [66,81[66,91 [71,171[
115,14] [116,23] [135,5] [140,241

MAINTAINS(1)[101,23I
MAINTENANCE (12)[11 ,191 [11,23] [1
2,121 [12,201 [13,191[49,18] [99,
6] [99,8] [113,1] [117,21 [140,101
[200,51

HAJoR(24) [12,81 [14,151 [23,161[2
4,23] [57,23] [73,25] [118,9] [130
,91 [130,151 [130,161 [131,81[131
,101 [131,251 [133,41 [133,131 [13
3,171 [134,11 [135,177 [136,91 [13
6,141 [139,21] [189,61 [198,241 [2
17,231

MAJORITY(2) [99,191 [130,11
MAKES(3) [90,151 [150,221 [166,91
MAKING(5) [82,7][104,3] [109,8] [1
71.71 [205,251
MANAGE(3) [49,221 [105,141 [194,71
HANAGED(3) [69,15] [135,41 [194,11
MANAGEMENTS [8,31[8,121 [8,251
[9,41 [10,11[1O,7I[17,161 [17,25
[18,151 [20,121 [20,221 [20,251 [2
5,211 [25,22] [48,17][48,21] [48,
241 [53,7] [53,12] [54,6] [57,31[6
0,171 [65,11 [69,22) [70,101 [70,2
1] [71,231 [104,24][111 ,8] [117,1
2] [134,23J [147,41[191,11
MANAGING (1)[54,1O]
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tANDATE(2) [87,221 [89,41
UNDATED(2) [69,91 [124,161
4P”-’ JNG(l)[5~,191

RY(l) [19,151
,. .2)[40,81 [116,41
4AkuAL(1)[27,141
4ARK(1)[111,181
4ARKER(1) [16,141
4ARRIED(I)[175,1OI
4ARV(22) [31,131 [44,161 [49,161 [1
07,14] [126,20] [148,61 [150,251 I
160,231 [162,231 [164,11 [166,121
1166,201 [170,231 [172,51 [178,11
[185,141 [186,241 [189,121 [193,$
[196,151 [21O,24I [211,71

4ARV’S(1) [172,221
4ARVIN(1) [1,191
4.ATCH(1)[93,131
lATERIAL(l )[28,221
4ATH(1) [74,211
4ATTER(9) [2,131 [47,171 [101,131 I
107,151 [172,71 [181,141 [190,111
[215,241 [219,11
4ATTERS(7) [1,51 [1,211 [2,11[2,91
[2,201 [156,211 [161,61

IIAxIMAL(3)[88,151 [88,161 [196,2?
ll&IF4LJM(l)t177,1Sl
iBs(l)c124,31
IEANING(Z) [2,14] [101,20]
iEANINGFUL(2) [45,171 [45,201
iEANINGFULNESS(l )[202,211
4EANS(10) [29,72 [29,121 [55,221 [;
1,201 [107,231 [146,171 [149,11 [1
70,231 [215,7”2[216,31
4EANT(2) [15,251 [190,51
4EAsuRE(4)[I02,21] [103,1] [104,1
[126,181

I--I IRED(5)[31,2] [lo3,16] [168,4

51 [170,121
(EMENT(l )[158,221

bAJREMENTS(l )[16,91
4EASURES( 1)[53,181
!EASURING(2) [157,31 [159,81
fECHANISM(3) [32,111 [72,181 [167,
5]
iECHANISM-BASED (1)[67,41
lECHANISTIC(l )[68,121
iEDIAL(l) [214,81
1EDIAN(4) [12,22] [13,231 [13,2411
13,241
lEDIATED(l )[102,16I
IEDICAL(55) [8,41 [8,71 [8,131 [8,2
51 [9,81 [9,101 [9,141 [1O,7I [17,2
01 [18,21 [20,221 [20,241 [21,8I [1
4,121 [24,161 [25,91 [25,111 [25,2
11 [25,221 [27,241 [44,51 [44,131 I
48,61 [48,211 [53,71 [54,61 [57,21
[57,171 [60,171 [60,171 [60,221 [f
1,191 [61,251 [65,11 [65,121 [67,5
[68,201 [69,211 [70,101 [70,211 [7
1,11 [80,23] [88,91 [88,151 [88,1C
1~,211 [89,11 [89,131 [92,11] [lC
0,251 [130.151 [134.91 [135.91 [21
4;61c214, ill - ‘
IEOICALLY(4) [20.151 [69.151 [135.
31c194, n” “ - -
IEOICALLY-MANAGED( 1)[7’5,121
IEDICALLY-URGENT( I)[116,11
!EDICATION( 1)[47,23]
IEDIcATIoNs(3) [25,15] [28,251 [96
.201.——.
‘~~lLcINE(l) [194,91

‘-’6)[26,14] [150,11] [168,181 [

[170,81 [217,51 [220,?1
MEET INGS(1)[11O,23I
HEETS(l) [168,161
MEGA-TRIALS( 1)[108,2I
MEMBER(I) [197,21
MEMBERS(8) [3,251 [5,173 [6,201 [6,
21) [28,51 [28,61[167,111 [206,51
MEMO(2) [109,221 [195,221
MENTALLY(1) [80,31
MENTION(3) [29,221 [170,11 [213,2C
MENTIONED( 10)[17,19I [21,121 [22,
21 [62,161 [113,81 [119,21 [119,16
[132,25] [150,81 [200,221

KENTIONING( 1)[212,241
MERCK(8) [3,141 [3,171[4,221 [5,12
[6,7] [6,10] [32,221 [139,171

MERCK’ S(1) C4,71
MESSAGE(5) [35,141[168,91 [208,18
[219,201 [219,211

MET(12) [47,41 [74,12][77,14] [80,
151 [87,11 [148,161 [160,131 [167,
201 [177,121 [177,191 [177,251 [18
2,101
META-(1)[109,24I
METHOD(1) [163,51
METHODOLOGICALLY(1) [163,251
METHODOLOGY(1) [75,211
METICULOUSLY(2) [28,201 [130,11
HI(66) [8,21 [10,51[!0,81 [14;101 [
19,211 [23,201 [31,181 [32,31 [32,
41 [38,2] [38,31[45,251 [46,51 [46
,7I [46,8] [46,81 [56,11 [56,21 [56
.11] [56,131 [56,17][66,241 [69,2
[80,12] [85,5] [65,18] [65,24] [96
,3] [98,4] [98,61[106,221 [113,23
[118,51 [124,221 [128,231 [135,14
[135.211 [141.211 [152.41 [152.14
[155;121 [156;141[157;211 [157,2
21 [158,111 [158,111 [158,13] [158
,16] [158,23] [160,161 [161,41 [16
1,51 [161,81 [167,221 [168,41 [172
,10] [174,16] [174,231 [176,17] [1
76,201 [180,8] [195,31[195,8] [19
5,101 [197,221 [205,61
W1’S(1)[12O,1OI
HICRO-MANAGE(l) [158,131
~lCROGRAM(4) [12,10] [15,211 [15,2
21 [15,231
L!ICROGRAMS(8) [11,24] [12,12] [12,
19] [13,18] [13,20][112,251 [113,
21 [200,4]
MICROPHONE(1) [42,111
tilCROPHONES(l) [3,10]
41CROPHONEI (2) [42,91[53,22]
YICS(l) [191,51
~IDDLE(l) [51,121
dIGHT(49) [27,101 [27,231 [31,221 [
33,221 [34,221 [37,91[38,81 [39,2
11 [40,9] [40,101 [40,141 [40,221 [
40,25] [46,13] [48,13] [54,12] [54
,25] [79,201 [87,19][91,141 [92,5
[105,31 [109,25] [123,111 [130,2]
[130,131 1136,71 [137,141 [137,20
[138;181[138;181[139,11 [147;16
[149,20] [149,221 [162,20] [163,1
71 [164,181 [169,9][172,177 [177,
141 [182,51 [185,3][188,241 [191,
81 [209,11] [212,25] [217,20] [218
,11
41LD(2) [130,21 [130,71
41LIEUX(l) [194,61
IlILLIMETER(3)[44,2][103,2] [132,
211
4ILT(I)[109,3I
iILToN(8) [1,181[31,161 [39,221 [3
9,251 [147,;8] [175;21 [192;24] [2

II,12J

MILTON’S(1)[1O1,11I
MINO(6) [14,81 [17,14] [80,131 [13!
,61 [185,201 [189,20]

MINDS(2)[168,21 [170,141
MINIMAL(l) [68,41
MINOR(4) [130,211 [131,121 [132,71
[136,101

MINUSES(l) [155,11
MINUTE(II) [11,241 [12,111 [12,131
[12,191 [13,191 [13,201 [14,231 [1
13,21 [168,171 [191,51 [200,41

MINUTES(13)[1O,3I [10,201 [12,41 I
12,61 [13,31 [13,81[13,101 [15,11
[15,201 [28,151 [44,41 [112,251 [i
00,41

MIS(22) [85,131 [86,2][96,9) [107,
211 [124,231 [124,231 [124,241 [1:
4,251 [125,11 [125,51 [141,191 [1:
2,161 [161,101 [161,101 [161,121 I
161,141 [161,171 [161,191 [161,2C
[171,201 [172,21 [172,21

MISLEAOING(I )[11O,2OI
M1SSEO(2) [29,211 [136,71
MISSING(l) [151,211
MISSPOKE(I) [83,211
MISTAKE(l) [39,31
MIX(1) [195,11
MK3(1) [51,201
MOOEL(l) [209,11
MODERATE(4) [67,171 [67,221 [133,5
[149,161

HODEST(4) [132,141 [169,11 [187,14
[188,21

MOD IFICATION(1)[2O3,25I
MOD IFIED(l) [204,91
MOD IFY(2)[87,141 [95,161
MOLECULE(1) [7,21
MOMENT (6)[24,171 [26,11 [90,21 [lC
9,181 [128,121 [129,1”41

MONITORING(5) [22,51[62,151 [63,1
[113,131 [162.77

MONOTHERAPY(2 j[203,12] [204,24]
MONTH(3) [118,41 [118,51 [157,101
MONTHS(19) [62,7][63,151 [65,241 [
65,241 [66,101 [66,171 [68,221 [71
,172 [104,81 [113,101 [116,191 [11
6,231 [117,31 [121,1] [126,121 [12
7,11 [135,61 [159,91 [159,241

MORBID ITY(3) [7,11[66,61 [134,31
HORE(91) [5,111[7,22] [16,231 [24,
23I [37,11[42,11[43,31 [43,61 [44
,14] [44,21] [45,201 [46,13] [49,2
[49,1OI [49,121 [82,21 [82,31 [82,
5] [83,161 [83,171 [84,101 [85,111
[86,91 [87,81 [89,151 [90,251 [92,
8] [95,51[97,71 [97,221 [98,81[9@
,81[98,91 [100,31[100,41 [100,51
[102,71 [102,7I[1O5,19I [106,11I
[107,18I [111,131 [122,81 [122,15
[125,111 [125,161 [125,16] [125,1
9] [137,8] [143,31 [143,41 [145,81
[145,161 1146,41 [146,101 [148,17
[153,11) [154,201 [155,71 [155,11
[155,121 [155,221 [156,61 [156,10
[158,41 [158,61 [158,241 [160,7) [
161,101 [163,181 [163,201 [165,61
[165,231 [166,21 [166,221 [171,13
[171,211 [173,51 [182,91 [185,151
[187,131 [189,91 [194,101 [195,15
[196,21 [196,111 [196,201 [197,18
[197,251 [205,23] [211,41

HORNING(5) [3,241[142,141 [142,18
[142,211 [192,211 -

MORTALITY [49,141 [63,91 [63,$
[63,13] [63,141 [63,171 [92,12] [9

2,131 [92,18] [92,221 [93,12][93,
131 [93,15] [95.171 [118,51 [152.6
[157,231 [168,251 [169,21 [169,~:
[169,8] [169,101 [170,21

MOST(26) [5,71 [7,141[10,141 [11,’
51 [11,251 [20,21 [32,151 [34,71[~
2,131 [59,131 [90,101[90,131 [90,
231 [91,71 [91,111 [91,161[91,19j
[95,81 [99,151 [108,I3I [142,51 [’
48,121 [152,221 [161,121 [184,18:
[219,181

MOTJON(l) [216,61
MOT IVATION(l) [123,91
MOVE(4) [99,81 [156,141 [167,8][1$
0,11

MOVED(4) [47,51 [146,141 [146,151 I
146,20]

MOVES(1) [156,151
MOVING(4) [144,241 [146,19][160,2
21 [176,41

MOYE(34) [1,191 [44,151[47,10][4$
,21 [49,101 [63,161 [75,201 [76,41
[76,91 [77,41 [77,101[77,23I [78,
31 [78,5] [79,12] [79,23][80,2] [j
1,101 [83.17] [97,12][137.23] [1?
8;9] [150;21 [150;7)[152,~] [153,
251 [155,7] [156,5] [162,17] [163,
141 [165,111 [166,131 [198,17] [2[
0,151

MUCOCUTANEOUS(l )[130,4]
MULTIPLE [44,251 [89,7]
MULTIPLIEO( 1) C79,211
MURKIER(1) [79,181
MURKY(I) [79,171
MYOCARDIAL(40) [3,131[3,201[5,14
[6,31 [7,201 [19,~1 [19,18] [20;15
[21,11 [22,211 [23,71[56,151 [61,
71 [&,7] [&,17J [65,91[66,4][6i
,16] [68,19] [70,19)[85,161 [95,1
21 [95,151 [95,181 [112,71[116,21
[134,161 [134,251 [139,201 [141,1
21 [151,151 [151,231 [152,21][152
,22] [152,23] [154,23] [158,8][16
0,111 [169,221 [176,61

----------------= ========= ========= ====
N N N
============= ==..==..=.==.==..=
NAIL(1) [122,191
NAME(2) [4,~1[4,71
NAMELY(5) [13,23] [25,11] [68,31[8
9,81 [111,241

NARRATIVE(1) [25,161
NARROU1NG(3) [102,181 [103,221 [11
8,25I
NARRouS(l) [115,201
NATURAL(2) [126,251 [161,191
NATURE(3) [49,181 [49,241[145,111
NAY(1) [38,51
NDA’s(1)[3,16]
NOAS(1)[107, I5I
NEARLY(6) [46,51 [59,2][65,111[69
,14] [88,4] [88,10]

NECESSARILY(10) [36,111 [89,19][1
45,17] [147,3] [149,181 [158,51[1
58,161 [171,11 [191,71[216,211

NEEDEO(2) [94,20] [211,19]
NEEOS(16) [14,21 [32,17][40,5][50
,11 [82,4] [82,151 [98,13][98,141
[100,131 [101,7I [109,71 [110,101
[151,171 [171,31 [209,241 [218,22

NEGATIVE(2) [144,61 [206,41
NE ITHER(2) [24,71 [186,81
NET(1) [77,181
NEUTRALIZED(1) [87,191
NEVER(7) [2,41 [39,141[75,131 [135
,14] [166,71 [173;231 [205,131

,20] [181,15][210,17]
,.--IING(11)[1,3I [1,61 [1,101 [1,1
21 [1,171 [5,25] [106,241 [139,171

CASET Associates, Ltd.’ MANDATE to NEVER
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NEU(14) [4,61 [20,191 [22,211 [26,1
0] [33,201 [40,201 [41,31 [61,71 [6
~ - ‘$9&181 [87,151 [96,51 [104,2

,{J

N )[10,21 [57,161 [104,2OI [1
0>, .4J[110,171 [119,191 [141,31 r
147,11 [147,41 [151,131 [153,11

NICE(3) [82,121 [101,141 [169,181
N1GHT(2) [51,131 [179,171
NINE(3) [178,241 [211,161 [212,161
NITRATES(3) [25,121 [59,191 [191,1

7.

N~+ROGLYCERINE(l )[191,51
NOBCOY(3) [158,16] [158,201 [185,2
51
NOES(2) [196,131 [196,151
NOISE(6) [26,231 [36,251 [37,161 [4
7,81 [103,121 [127,61
NOISES(1) [121,91
NOISY(2) [194,201 [194,221
NWINAL(10)[24,5I [49,61 [80,11 [1
09,141 [146,111 [162,111 [176,141
[181,131 [182,11] [182,151

NOMINALLY(2) [181,11 [202,201
NOMINALLY-STATISTICALLY-SIGNIFI
(1)[156,31

NIWOGRAH( 1)[51,21
NON(1) [213,21
NON-(5)176,171 [133,181 [133,191 [
151,221 [156,21

NON-BLEEDING(3) [129,201 [133,181
[133,2DI

NON-DRUG(1) [123,221
NON-FATAL(9) [119,71 [141,111 [151
,151 [152,22J [152,231 [158,11 [15
8,41 [169,71 [176,61
NON-PEPTIDE(2) [4,91 [6,221
Mnm Protocol- (1)[83,22]

UAVE(29) [3,131 [3,201 [5,14
[8,21[9,11 [10,21 [10,51 [14

,.-, [17,173 [19,211 [20,121 [20,1
71 [23,191 [24,1OI [60,181 [61,91 [
66,241 [69,2] [96,31 [96,9] [113,2
31 [124,251 [129,21 [134,5] [135,1
4] [135,211 [135,251 [139,201
NON-QA(l) [19,181
NON-SPECI FIED(l) [176,211
NON-STABLE(1) [60,181
NON-STEROIDAL(2) [212,221 [213,73
NON-STEROIDALS(l )[212,231
NON-U.S(1) [23,211
NON-URGENT (8)[115,211 [120,13] [1
20,161 [120,201 [120,211 [120,231
[120,251 [123,22]

tioN-u-uAvE(l)[125,51
qoNE(2) [168,24) [186,141
40NSTEROIDAL(1 )[212,251
‘40NSTER01DALS(6)[17,91 [17,101 [1
7,11] c17,121 [30,121 [30,151
‘doR(l)[2,51
iORM(l) [73,3]
{ORMAL(4) [33,17] [96,21 [159,141 [
159,151
iORMALLY(5) [3,81 [16,131 [37,121 [
157,81 [203,41
{OTABLE(l) [155,21]
40TE(7) [2,11] [4,25] [13,22] [21,9
C35,121 [67,71 [112,121

iOTED(3) [2,25] [4,1il [5,221
ioTEs(l) [141.141
40THING(8) [4i,2] [50,101 [52,161 [
&~<: [92,221 [166,61 [179,251 [19

=(5) [7,11] [13,11 [26,151 [70
) . .J[113,21
[NOTICED(li[8L.121

NoTIFIED(l )[51;i71”
NOTION(1) [77,121
NOTWITHSTANOING( 1)[2,161
NOUHERE(l )[29,201
NUISANCE(3) [189,21 [189,51 [212,2

Nt1BER(44) [34,10I [35,201[37,41 [
40,201 [41,181 [41,211 [42,21[44,
19] [51,151 155,131 [73,191[74,14
[74,151 [86,41 [86,51[86,71[93,7
[96,121 [107,81 [110,31[122,41 [1
26,161 [137,141 [142,141 [142,161
[144,101 [145,101 [157,201[157,2
41 [160,91 [164,101 [164,171[169,
11[171,221 [173,71 [173,81[178,2
41 [187,51 [189,151 [189,171 [189,
211 [190,11 [199,41 [216,11
NuMBERS(28) [16,151 [36,41[36,81 [
36,221 [41,221 [43,11[49,61[74,5
[74,201 [7~,211 [7$,41[75,171[89
,161 [92,211 [93,21[93.201[96,71
_t124,10j[132,2il [141;211 t14i,2
51 [154,25] [173,141 [173,211 [175
,7’3[180,221 [183,111 [183,173

=================== ============
o 0 0
======= ========================
OBJECTION(l )[195,181
OBJECTIVE [20,231[21,21[25,7
[27,211 [27,221 [42,41[48,21 [54,
51 [67,41 [98,81 [106,81
OBJECTIVES( 1)[53,111
OBLIGATED( 1)[1II,1OI
OBSTRUCTS( 1)[156,51
OBTAINABLE(l )[196,231
DBTAINEO(2) [1,221[15,201
DBVIDUS(2) [38,91[108,161
DEVIOUSLY [46,71[100,31[140,1
11 [157,121 [192,111 [197,211 [199
#221

OCCASIONALLY(1) [167,191
9CCLUSION(3) [67,181[67,221[68,4
OCCUR(9) [30,211 [39,181[55,151 [7
0,1] [70,2] [76,1][119,19] [120,1
[120,71

DCCURREO(29) [28,231 [30,101[30,1
71 [31,211 [32,131 [39,51[39,211 [
39,231 [40,21 [57,721[57,141 [58,
41 [70,121 [76,3] [76,251[77,1] [7
7,21 [91,81 [91,121[91,161 [91,18
[91,191 [91,231 [92,21[112,211 [1
33,41 [138,211 [158,141 [164,71
OCCURRING(5) [28,151 [103,201[120
,14] [121,71 [184,211

2CCURS(5)[68, 141[71,131 [99,201 [
108.131 [128.81
300st16)[23, ~l [23,91[23,17] [24,
71 [64,121 [64,191 [65,101[66,201
[67,19] [68,71 [70,7][70,101 [76,
19] [88,31 [115,31 [115,131
2FF-DRUG(2) [24,11[46,41
2FF-HANo(1 )[136,181
3FF-THE-HOOK( I)[162,171
2FFER(1) [98,211
2FFERING(I)[I03,81
)FFICE(l) [1,241
)FFICIAL(5)rl,211 [2,91[2,20][15
1,171 [214,81
IFTEN(8) [8,51[35,51[35,61[35,81
[35,211 [55,141 [125,191 [137,8]

JH(2) [104,11 [189,24]
)INTMENT(l) [201,71
ILO(l) [123,121
)NCE(8) [35,6] [48,111 [52,101[52.
251 [79,8][112,171 [199,111 [219;

0NE(208) [3,91[14,21[14,161 [15,’
0] [19,24] [22,9] [27,9] [27,181 G
8,31 [30,161 [32,171 [33,51[33,1(
[33,111 [34,91 [36,31[38,9][38,;
01 [40,211 [44,21 [44,41[44,131 [~
5,11 [49,21 [50.61[50,81[51,1711
56,91 [58,231 [59,91[60,71[62,2’
[69,31 [70,151 [72,101[72,211 [~
,231 [73,221 176,16] [77,23] [78,:
[79,81 [81,71 [84,81 [84,91[85,41
[85,71 [86.141 [87.101 [89,51[93,
11 [93,21 [93,10] [93,121 [93,151i
95,101 [96,21 [97,201199,201 [10(
,11 [100,13] [100,161 [101,72 [101
,8) [101,181 [103,9] [104,171 [10:
,181 [105,241 [107,181 [108,201 [1
09,191 [110,81 [110,231 [110,241 I
111.161 [111,171 [118.41 [118.51 I
118;191 [119;91 [121,i61[122;221
[122,221 [122,231 [122,251 [123,1
81 [124,141 [125,181 [128,61[128.
61 [128;81 [128,91 [128,201 [130,4
[131,181 [132,41 [132,12] [132,2:
[136,81 [136,181 [137,241 [138,15
[138,201 [138,241 [139,11 [141,25
[143,31 [143,241 [144,111 [147,1S
[147;221 [146,1OI [149,111 [151,i
11 [153,101 [153,111 [153.221 [153
,231 [153,251 [154,211 [157,231 [1
59,61 [162,61 [162,91 [162,161 [lf
2,171 [164,81 [164,81 [164,101 [lI!
7,141 [167,251 [168,171 [170,101 I
171,71 [171,91 [171,131 [172,151[
173,71 [173,231 [174,91[174,201 I
174,221 [174,221 [175,121 [176,21
[177,141 [181,41 [181,171 [182,91
[183,1OI [183,181 [183,191 [183,2
21 [187,51 [189,61 [189,81[190,1E
[191,131 [191,201 [192,31 [194,16
[195,161 [195,241 [196,21 [199,23
[200,211 [201,73 [201,171 [201,18
[201,201 [202,1311202,151 [202,2
11 [202,221 [203,21[204,31 [204,1
01 [204,1111204, 13] [204,141 [204
,161 [204,181 [204,211 [205,51 [2C
5,81 [205,12) [205,181 [205,191 [2
06,4] [206,11] [206,131 [206,251 [
207,21 [207,3] [207,31[207,131 [2
08,111 [208,141 [208,231 [209,241
[21O,3I [210,101 [210,101 [211,1f
[212,201 [213,41 [214,171

ONE- HCLIR(1)[53,20]
0NE-THIRO(3) [23,91[89,151 [96,91
ONES(4) [32,10] [33,61[77,121 [203
,21

ONGOING(5) [8,71[8,141[20,221 [85
,131 [108;111 - -

ONLY(71) [21.141[37.151 [45.171 [4
6,2~1 [48,7i [52,15j[66;31i67,91
[73,1OI [82,21 [88,201[91,151 [91
,181 [95,141 [104,41[106,21 [107,
1] [107,15] [107,201 [107,211 [113
,171 [113,221 [116,11 [116,71 [122
,111 [131,11 1131,101 [131,141 [13
2,91 [132;131 [132,241 [133,91 [13
3,231 [136,211 [137,161 [142,191 [
142,221 [150,101 [153,31 [154,221
[156,211 [157,181 [158,221 [159,5
[161,51 [161,71 [161,221 [164,151
[167,191 [168,91 [170,61 [171,221
[174,151 [179,111 [183,81 [183,1C
[183,131 [184,24] [186,51 [191,14
[197,181 [203,81 [205,61 [205,241
[207.121 [209,241 [213,241 [214,1
71r2i6,25] [2i7,10][2i8,121

CASET Associates, Ltd..
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0NSET(4) [18,211 [140.241 [140.251
[219,141 “ - “

004(1 )[162,211
OOPS(1)[1O3,3I
CQZIMG(2) [130,21 [130,71
OPEN-LABEL(3) [30,91 [30,17] [52,2
31

OPEN- LABELED (I)[23,251
OPERATING(l) [52,41
OPERATIONS(l )[2,181
OPERATOR-DEPENOENT(l )[110,181
OPINION(l) [25,241
0P INIONS(l) [156,11
OPPORTUNITIES( 1)[8,111
OPPORTUNITY(2) [4,51[125,121
0PPOSED(14) [19,191 [34,16] [35,25
[75,4] [75,173 [116,2] [124,22] [1
48, i] [154;161 [154;171 [16i,141 [
167,31 [184,31 [210,41

OPPOSITE(3) [92,181 [93,10] [165,8
OPT IMAL(8)[II,1OI [18,161 [20,241
[25,91 [25,111 [27,231 [44,51 [44,
131

Optimally [25,141 [48,251
OPTIMIZE(l) [191,31
OPTION(2) [78,181 [94,101
OPTIONS(l) [177,21
ORANGES(1) [203,14]
0RDER(5) [141,41 [143,61 [165,61 [1
79,181 [196,231 “ “

oRIGINAL(3)[22.1OI [62.221 [92.13
ORIGINALLY(3) [79,11[86,161 [96,1
3]

OR IGINALLY- (1)[172,141
OTHERS(3) [110,41 [140,51 [209,121
OTHERWISE [19,211 [124,181 [153
,211

WGHT(5) [104,14] [19S,71 [195,81 [
195,221 [219,131

wTcoME(10)[53,18I [72,19] [72,20
[72,21] [74,2] [164,16] [177,221 [
181,181 [191,181 [192,161

WTCOMES(12) [7,251 [29,61 [67,81[
69,4] [69,201 [70,51 [71,51 [73,91
[73,141 [74,41 [110,191 [134,201

wTLINE(l) [98,61
WTLINEI)(2) [56,251 [122,211
WTNUMBERED(l )[210,121
WTUEIGHS(l) [2,171
OVER-REPORT(1) [42,221
0VERALL(47) [8,31[9,241 [10,131 [1
8,15] [19,21] [21,16] [23,101 [26,
51 [29,51 [36,181 [45,13) [45,161 [
53,111 [62,21 [62,31 [64,23] [67,1
81 [69,11 [70,61 [70,71[70,161 [70
,17] [70,221 [71,231 [~,21 [73,91
[82,23] [87,2) [93,14] [94,51[104
,24I [105,51 [105,151 [105,191 [11
7,121 [118,71 [129,231 [130,131 [1
30,151 [130,251 [132,121 [133,71 [
133,17] [134,101 [135,181 [155,14
[164,16]

OVERCOME(1) [107,191
OVERLAP(1) [84,141
OVERLAPPING( 1)[1O,41
OVERSIGHT(l )[24,251
OVERSTATES(1) [194.141
0UN(12)[51;121 [77;4] [78,18) [99,
211 [127,121 [133,11 [149,21 [167,
21 [189,51 [190,51 [194,191 [215,2
31

===============================
P P P
======= ======= . -------==.====.= -------
P-VALUE(2) [37,91 [181,181
P.M.l(l) [220,21 -

NEU to P.M.]
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~AcKAGE(7) [5,181 [5,241 [63,51[1;
0,111 [174,141 [208,151 C208,151
i~r,..c<s(l)[&,4]
> 246) [1,21 [1,181 [2,121[2,

71 [6.201 [14,111 [15,71[1:
, 1-,L16;i2i [17,131 [24,171 [26,1
[26,121 [27,31 [28,91 [28,17] [29,
71 [29,121 [29,151 [31,131 [32,81I
33,131 [34,11 [34,61 [36,61 [36,14
r37,21 [37,211 [40,121 [41,61[42,
101 [42,181 [43,51 [43,201 [44,151
t46,211 [47,91 [49,161 [54,191 [5:
,22I [56,31 [56,61 [56,173 [57,121
[57,161 [57,211 [58,1OI [58,131 [:
8,171 [58,221 [59,8] [59,221 [60,1
01 [60,121 [72,21 [78,251 [79,181 I
79,241 [80,31 [81,41 [81,241 [82,1
31 [82,161 [83,111 [84,161 [84,241
C85,201 [86,101 [88,101 [91,11[91
,4I [92,91 [93,171 [96,101 [96,161
[96,231 [97,31 [97,91 [99,14] [104
,13] [105,181 [107,141 [109,101 [1
10,7I [111,21 [111,121 [117,131 [1
22,181 [125,241 [126,201 [128,51 I
128,141 [128,161 [128,191 [129,41
[129,91 [129,131 [136,51 [137,111
[138,111 [139,61 [139,111 [140,12
[140,20] [141,1] [142,41 [142,91 I
143,121 [143,191 [144,91 [145,91 I
146,91 [146,171 [146,211 [148,61 I
149,81 [150,61 [150,91 [150,251 [1
51,111 [151,201 [152,71 [152,241 I
153,11 [153,141 [154,41 [154,101 I
155,31 [155,241 [156,121 [156,201
[157,171 [159,81 [159,201 [160,15
[160,231 [162,231 [164,11 [164,17
[1~,211 [166,12] [166,201 [167,7
%*q,31 [170,231 [171,111 [171,24

21] [174,131 [175,91 [176,21
221 [176,251 [178,41 [178,81

,.,6,11] [178,231 [179,61 1179,15
[180,51 [180,191 [180,241 [184,81
[186,71 [186,111 [186,241 [187,31
[187,5] [187,20] [188,41 [188,201
[189,121 [190,11 [190,23] [191,22
[191,251 [192,31 [193,81 [193,121
[193,14] [193,181 [193,201 [194,1
21 [195,251 [196,14] [196,181 [197
,1] [197,71 [197,121 [198,11 [198,
221 [199,41 [199,19] [200,61 [200,
14] [201,9] [201,16] [202,3] [202,
81 [202,11] [202,13] [202,18][203
,18] [204,5] [204,8] [204,25] [205
,15] [206,8] [207,~ [207,9] [207,
18] [207,20] [208,9] [208,19] [209
,14] [209,21) [210,6] [210,14] [21
0,241 [211,71 [211,111 [211,141[2
11,231 [211,25] [212,41 [212,101 [
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5] [81,251 [82,81 [83,41[85,101 [t
5,181 [86,211 [96,241[97,21 [97,1
31 [98,11 [98,41 [98,51[106,5] [lC
6.61 [106.231 [112,31 [112.91 [11:

4,22] [115,81 [117,6] [118,25] [11
9,4] [123,61 [139,25] [141,101 [14
1,11] [142,5] [142,10] [142,12] [1
43,23 I [144,31 [148,161 [149,231
150,14] [151,141 [151,221 [152,11
[152.1BI [153.71 [155,141 [155,1i
[156;21 [156,91 [162,191 [165,31 I
165,7] [165,191 [166,11 [166,111 I
167,22] [167,241 [170,201 [171,81
[172,71 [1Z$,31 [1~,41 [176,61 [’
76,9I [176,111 [176,151 [177,111 I
177,24) [181,151 [191,20] [200,2:
[200,241 [202,73 [203,11 [206,31 I
208,201 [210,101 [218,13] [218,1:
[219,191

PRINCIPLE(2) [48,91[100,21
PRINcIPLES(3) [48,91[52,20] [205,
21

PRIOR(4) [70,251 [77,1][114,5] [lf
5,71

PRISM(92) [9,91 [9,14][9,23] [17,1
8] [17,191 [17,231 [18,121 [18,201
[19,31 [19,81 [19,131 [19,18] [19,
19] [20,101 [21,121 [22,181 [24,91
[24,181 [28,41 [31,21[42,171 [45,
221 [48,21 [48,141 [49,41 [50,6][5
7,18] [60,21] [60,241 [62,10] [63,
171 [72,71 [82,71 [82,181 [82,201[
83,8 I [85,21 [85,51[87,81 [89,221
[92,121 [92,141 [92,181 C92,231 [9
3,91 [96,111 [96,11] [98,17] [99,2
51 [114,91 [130,11] [130,14] [132,
221 [135,71 [136,22] [139,22] [140
,51 [141,41 [141,8] [141,11] [141,
151 [142,91 [142,15] [142,19] [142
,211 [142,231 [142,231 [143,171 [1
44,12] [147,7’2[147,8] [151,25] [1
53,2I [155,81 [155,9] [158,19] [16
0,61 [160,7] [166,1] [166,4] [166,
131 [200,221 [203,61 [203,71 [204,
6] [204,221 [204,23] [207,8] [207,
13] [207,141 [211,41 [218,201

PRISM’S(1) [141,91
PR1SM-(1O)[19,9I [60,121 [60,151 [
68, 16][98,18] [132,22] [141,4] [1
71,121 [207,161 [210,201
PRISM- I(1)[21O,1]
PRISM-PLUS(84) [9,131[9,231 [17,1
91 [18,21 [18,61 [18,131 [18,221 [1
8,23] [19,151 [31,8][45,15] [45,2
31 [46,141 [48,231 [48,231 [49,201
[53,101 [59,231 [60,141 [61,181 [6
4,21 [69,41 [72,31[72,81 [82,201[
85,41 [89,221 [90,4)[90,181 [92,1
21 [92,151 [92,241 [93,71 [95,251[
96,81 [96,121 [96,141 [98,21 [98,3
[98,51 [105,51 [105,171 [105,22) [
106,5] [112,191 [114,91 [117,111[
118,101 [126,21 [131,31 [134,141 [
136,22] [137,3] [139,221 [~47,61 [
151,13] [151,221 [151,251 [153,31
[153,5] [153;81 [155,81 [155,221 [
160,61 [166,141 [170,41 [171,161 [
174;241 [179,11 [190;141 [19i,21[
199,231 [200,31 [203,241 [204,3] [
207,111 [209,111 [211,31 [211,81 [
213,41 [214,201 [217,191 [218,101
[219,73

~RIsTINE(l) [35,241
~RIVILEGEO( l) [42,191
>RIVY(2) [28,17] [29,3]
~RoBABLY(22) [55,13][77,20] [81,2
21 [82,191 [93,161 [97,22] [103,11
[103,15] [122,16] [142,25] [152,2
01 [153,91 [153,23] [159,12) [160,
71 [161,41 [177,20] [186,151 [186,
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16] [187,251 [205,41 [213,61
X??EM(7) [81,81 [109,181 [122,25

141[124,111 [168,211 [191,~

.. -MS(1) [217,21
~ROCEDURALLY-RELATED (1)[185,61
>ROCEDURE(34) [8,221 [45,91 [55,71
[56,91 [56,121 [56,131 [57,131 [57
,151 [61,241 [70,131 [71,121 [74,1
31 [74,181 [74,201 [76,11 [76,21 [5
1,21 [91,141 [112,21 [112,191 [113
,51 [113,181 [115,191 [128,251 [13
5,151 [182,211 [182,231 [183,41 [1
89.11 [189.61 [214,21 [214,211 [21
4,23] [215;51 -
~ROCEDURES (54) [8.251 [9.121 [17,2
11 [20,91 [21,181 [32,11 [45,91 [~5
,19] [46,141 [48,173 [50,151 [52,1
[52,41 [52,241 [52,251 [53,11 [53,
21 [60,221 [65,71 [65,141 [68,141 1
68,211 [69,61 [69,71 [74,21 [74,31
[75,81 [75,1OI [75,111 [75,131 [75
,15] [90,61 [90,111 [91,141 [91,24
[91,251 [92,11 [92,61 [92,8) [96,1
73 [112,151 [115,221 [119,181 [124
.11 [130.141 [134.171 [134,191 [13
5,171 [li7,51 [174,61 [176;201 [IE
5,7I [213,221 [217,131
~ROCEED(5) [3,111 [3,15] [59,221 [6
0,121 [151,121
~ROCESS(42) [7,131 [26,21 [26,151 I
27,31 [27,121[28,81 ti2,121[32,2
01 [33,151 [35,101 [35,241 [37,121
C37,121 [37,181 [37,221 [38,11 [38
,3I [38,161 [40,61 [40,73 [41,31[fI
1,31 [41,51 [42,41 [43,71 [43,231 [
~9;;5;i; :;;5;; ;;; [:;kfll;;;;

[68,131 [;49,11; [150,;9] [1
<J[185,41 [206,141

JROCESSEO( 1)[28,121
JRDDUCED(1)[1O,13I
~RC4XJCTS(4)[2,73 [2,81 [2,221 [3,4
)ROFILE(10)C5,9I [11,71 [11,121 [1
1,121 [12,6] [12,211 [101,241 [134
,4]c134, i2]t135,201
~ROGNOST1C(4) [46.91 [46,111 [125,
22] [157,101 - - -
~ROGRAM(21) [4,31 [4,24] [5,101 [5,
121 [6.71 [6,91 [7,81 [7.231 [9,21 [
9,5 I [9,81 tio,22i tll,i6] 113;141
[101,21 [129,23] 1132,201 [133,10
[133,151 [134,61 [134,131
~RoGRtis(2) [2;181 [178121
~RoGREssIoN(3) [91,221 [93,51 [102
.171
~ROHIBITED (l)t30,12]
‘RCU40TION(1)[139,3]
‘RWPT(l) [71,131
~RoNouNcE(l) [139,151
~ROPAGATION(2) [4,201 [8,151
IROPER(l) [115,6]
‘ROPERLY(l)[180,23]
‘ROPORTION(l )[36,151
‘ROPOSE(2)[1O9,23] [154,13]
‘ROPOSED(6)[3, i21 [5,201 [36,201 I
69,173 [72,181 [186.251
‘ROPOSES(1)[139,17]
‘RESPECTIVE(3) [52,18] [79,14] [13
5,111
‘RosPEcTIvELY(3 )[52,191 [81,131 [
--”51

:T(l)[50,151
.IN(l) [137,131

‘ROTOCOL(27) [24,21 [25,10] [27.14

,8] [76,61 [81,61[86,161 [86,191 I
86.201 [86.231 [86,251[87.211 [8$
,4i [90~61t93,22J_r95,251~100,25
[113,31 [116,31 [119,231[120,11 I
121,121 c165,221

PROTOCOL- (1) [47,18)
PROTOCOL-SPECIFIED(2) [62.241 [12
6,41

PROTOCOLS(1) [106,21
PROVIDE(7) [4,11[6,81[10,61 158,1
91[lo6,121 [i47,71[209,241

PROV1DED(10) [1,141[28,181 [29,21
[29,91 [72,121[74,121 [202,51 [2c
7,231 [208,11 [209,11
PROVIDES(5) [24,151167,41 [74,41 I
130,111 [135,191

PROVISION (1)[201,191
PTC(l) [112,41
PTCA(20) [15,161 [32,11[55,251 [5f
,11 [77,11 [77,11[77,21[77,241 [5
4,211 [128,22] [128,241[176,161 [
214,131 [215,131 [215,161 [216,31
[217,111 [217,181[217,211 [218,5

PUBLIC(3) [3,8I[3,9I[3;1OI
PUBLISHED( 1)[181,121
PUBLISHER(1) [109,251
PULMONARY(2) [137,141 [137,181
PUMPS(1) [157,141
PUNCTURE(1) [131,241
PUNCTURES(1) [132,111
PURE(4) [17,241 [48,41[154,161 [2C
6,141

PURELY(1) [174,201
PURPOSE(1) [126,241
PURPOSES(2) [150,191[174,251
PURSUE(1) [55,221
PURSUING(l )[162,181
PURSUIT(lO) [107;22I[171,121 [171
.181 [172,81 [172.91[173.51 [173.
25][174,231 [178;251 [179,251 -

PUTATIVE (1)[145,211
PUTS(1) [187,251
PUTT ING(3) [142,201[171,101 [212,
11]

======= ======= ============== ===
Q Q a
------------------------------------------------------ ---------
CI-(2)[124,221[125,41
Q-UAVE(8) [96,91[113,241 [114,181
[124,231 [124,241[125,11 [129,31
[180,81

Q8(1) [125,91
QUALIFICATION [209,71 [209,81
OUALIFICATIONS( 1)[199,I5I
QUALIFIED(5 )[196,24] [196,25] [19
8,161 [205,121 [205,13]

QuALIFIER( 1)[21O,4]
QUALITY(1) [161,61
0UANTITATION(2) [101,151[103,51
QUANTITATIVE(2) [109,191 [126,151
QUANTITIES(l )[172,171
QUARTER(2) [69,121[114,101
QUESTIONED(1) [2,191
QUESTIONS(26) [6,16][14,12] [24,1
8] [24,211 [31,14][72,1] [72,3] [8
2,201 [93,181 [97,23][108,19] [11
1,141 [117,141 [117,16] [136,4] [1
36,51 [141,31 [141,81[143,141 [14
8,81 [148,14] [151,241 [176,4] [17
8,91 [205,111 [216,81
QUICK(4) [36,3][77,23][128,6] [14
0,41
QUICKLY(2) [75,221[208,221
0UICKSTATT(2) [137,251[138,11
QUITE(22) [12,73[12,21] [14,1] [14

[52,171 [92,231 [103,3] [110,31 [1
11,12] [125,7] [130,161 [131,251 1
132,41 [132;211 [133,8] [140;81 [1
65,11 [179,131

auoTED(l) [181,111
======= .====== .============== =.
R R R
========= ========. =.=.===== ==..
RAGING(1) [183,201
RAISE(4) [43,171 [100,151 [151,181
[209,61

RAIsED(3) [96,111 [97,101[149,221
RA1SING(2) [49,1][159,18]
RANOOM(l) [183,111
RANDOMIZATION (9)[22,181 [51,11 [6
4,51 [70,11][71,111 [75,221 [76,5
[110,111 [112,201

RANDOMIZE (1)[77,171
RANDOMIZED (11)[21,61 [22,161 [49,
201 [50,91 [50,111 [58,111 [76,181
[78,21 [87,51 [186,201 [186,201

RANGE (3)[12,31 [12,61 [13,71
RAPID(6) [4,181 [6,231 [14,221 [119
,141 [140,241 [140,241

RATE(52) [11,71 [13,12] [16,171 [17
,51 [19,131 [19,181 [19,191 [22,13
[22,251 [25,131142,201 [42,23] [4
6,16] [46,191 [47,?51 [64,111 [64,
11] [65,4] [65,25] [67,221 [73,151
[78,131 [78,21] [83,61 [87,121 [87
,141 [95,121 [114,241 [120,161 [12
0.211 [124.81 [125.91 [130.151 [13
0;17] [130;18] [130,241 [130,251 [
131,81 [131,181 [132,21 [132,71 [1
32,81 [133,11 [133,25] [134,11 [13
5,181 [136,241 [171,171 [190,201 [
191,12] [194,21 [194,61

RATE5(19)[17;71 [29,il[65,171 [72
,151 [72,151 [73,3] [78,101 [85,16
[85,181 [115,101 [131,251 [132,31
[132,191 [132,201 [133,81 [133,17
[133,251 [136.231 [180,241

RATHER(6) t15,i7] [50,31[117,201 [
140,13] [144,81 [198,111

RATIO(3) [66,20] [67,191 [189,201
RAT IONALE(2)C1O,21I [213,91
RAT IOS(5) [23,17] [24,7] [70,7] [70
,111 [76,191

RAW(1) [83,51
RAY(17)[77,1OI [82,141 [82,151 [83
,11[128,51 [137,241 [155,241 [164
,51[164,181 [167,81 [174,251 [182
,11[184,51 [195,221 [195,251 [211
,191 [216,81

RAy ’$(3) [108,241 [110,14] [166,22
RE-(3) [21,251 [102,171 [126,41-
RE-ELEVATION( 1)[96,21
RE-ESTIMATING( 1)[78,131
RE-IDENTIFIED( 1)[35,251
RE-INJURY(1)C8,181
RE-REVIEUED(l )[35,251
REACH(3) [133,1OI [149,21 [167,191
REAcHED(12) [17,221 [21,191 [24,81
[34,221 [60,231 [142,11 [152,141 [
154,20] [176,111 [176,131 [202,25
[203,161

REACHING(2) [148,91 [168,111
REACTIONS(4) [57,251 [59,11 [59,31
[59,51

READ(6) [1,41 [74,161 [139,221 [141
,51 [213,21 [213;221

READILY(7) [137.151
READ ING(2)[41, iOl [148,15]
REAOJUSTMENT(2) [22,91 [62,211
READMISSION(2) [36,161 [39.21
READM1ssIoNs(l )[6i,91 “

.

REAFFIRM ING(l) [215.91
REAL(3) [102;101-[10;,i31 [160,12:
REALIsTIc(l )[157,24]
REAL IZE(6) [52,91 [53,41 [124,24]
154,21 [203,111 [211,81

REAL IZED(l) [52,211
REALIZING(!) [58,251
REALLOCATE (1) [81,21
REALLY(61) [32,121 [32,181 [48,31
48,231 [52,141 [53,111 [72,16] [il
,221 [73,241 [79,151 [79,161 [81,i
31 [82,151 [83,211 [87.21 [87,51[[
7,81 [97,161 [99,191 [iOO,lli100,
181 [101,61 f103,221 f105,11 [105,
21 [110,151 [111,91 [118,9] [119,:
81 [120,61 [121,131 [!24,14] (126,
241 [127,11 [127,171 [136,231 [14{
,73 [147,71 [148,241 [154,51 [154,
141 [155,101 [156,20] [156,21] [1:
8,41 [158,231 [159,11 [162,91 [l&
,181 [163,181 [164,12] [171,3] [Ii
4,211 [175,21 [180,16] [196,121 [1
97,11] [197,191 [199,121 [207,1]I
219,241

REALM(1) [51,161
REALPRO(3) [137,21 [137,81 [137,9]
REAMS(2) [161,181 [161,19]
REANALYSIS( 1)[174,73
REAPPLICABI LITY(1)[21O,18I
REASON(23) [27,7’2[37,161 [48,121I
82,31 [90,221 [96,20] [104,16] [lC
4,22] [117,221 [118,13] [127,4] [1
27,181 [144,81 [165,181 [170,61 [1
70,251 [194,101 [194,251 [212,231
[215,181 [216,201 [219,31 [219,51

REASONABLE(10) [31,1][108,3] [108
,9] [110,11 [144,25] [149,12] [157
,221 [162,20] [201,4] [210,17]

REASONABLY(1) [108,4]
REASONS [45,1] [45,2][58,1][5
8,21 [76,181 [80,241 [91,22] [108,
161 [143,221 [155,81 [161,251 [177
,141 [180,151 [194,161 [211,171

REASSURANCE (5)[101,19I [104,101 [
141,251 [145,11 [149,241

REAsSURE(3)[I03,61 [140,151[162,
4]
REAsSURED(9) [92,201 [101,161[103
,41 [107,91 [127,251 [145,251 [148
,171 [158,61 [162,91

REASSURES( 1)[173,131
REAsSURING(6) [92,19] [105,23] [14
3,25I [147,121 [158,241 [1~,221
RECALL (4)[39,211 [131,31 [131,51[
173,51

REcAPTuRE(3) [79,91[79,141 [81,19
RECAPTURED (1) [81,81
RECAPTURING(1) [79,151
REcEIvE(l) [215,141
RECEIVED(13) [5,171 [11,161 [21,11
[28,211 [32,241 [50,5] [50,81 [50,
211 [59,131 [112,91 [113,181 [115,
21 [131,41
RECEIVING(8) [64,91 [65,5] [67,241
[90,91 [90,101 [131,11 [131,151 [1
32,11
RECENT(3) [67,171 [67,221 [187,131
RECEPTOR(5) [~,101[4;121 [4,151[7
.51 [139.121

RECESS .1(1)[139,81
RECLASSI FIED(1)[35,8J
REcoGNIZE(5 )[27,18] [27,20] [69,2
21 [78,131 [177,131
RECOGNIZING(4) [71,1O] [73,91 [75,
131 [115,81

RECOMMEND(4) [201,21] [203,21] [2C
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:E&)MiENDATION(3) [160,11 [214,91
~714,191

%NDATIONS(2) [139,101 [215,

.,4ENDED(9) [50,21 [63,21 [95,5
‘i199,71[199,71 [200,31 [201,81 [2
10,201 [210,211
:ECOMMENDING(2) [206,171 [213,51
!ECONSIDER(I)[33,181
:ECORD(5)[1,111[2,111 C3,11[151,
17’I[217,81
!ECORD.l(l)[197,51
!ECORDEO(l)[183,41
:ECOVERED(l)[133,111
!ECRUITED(1)[180,61
!ECURRENT(14) [24,241 [59,141 [100
,4I [106,10] [106,19] [119,101 [11
9,10] [141,19][141,22) [142,61 [1
52,141 [152,201 [157,61 [176,71
IEOUCE(6)[20,181 [37,161 [48,61 [6
1,6] [112,51[117,81
!EDUCED(11)[23,11 [23,61 [23,81 [4
9,5I [64,161[65,51 [65,10] [65,25
[67.241 [68.51[127.10I
!EDLr~ES(9)I10,111[24,111 [66,151
[68,101 [68,181[117,11 [125,181 [
134,161 [135,81
!EDucING(5) [99,21 [115,161 [121,5
[121,51 [121,61
!EDUCTION(41)[11,31 [23,21 [23,41
[23,101 [24,61[24,73 [27,21 [49,8
[49,141 [64,61[64,101 [64,121 [64
,19] [65,11][65,201 [65,221 [66,1
[66,81 [66,91[66,101 [66,111 [67,
18] [68,71[68,131 [71,141 [71,151
[71,171 [71,181[85,211 [88,31 [10
*IQ] [115,3][115,13] [119,17] [1

‘[134,191[134,241 [141,221 [
61 [173,191 [190,201

wT10NS(3) [65,171 [65,181 [86,
’61
!EFER(2)[79,251[84,41
!EFERRED(l)[128,211
!EFERRING(3)[lZi,171[75,241 [164,
21
!EFINE(l)[70,241
!EFLEcT(2)[1OO,18I [103,121
:EFLECTEO(1)[19,111
!EFLECTS(l)[103,15I
:EFRACTORY(66) [20,181 [20,211 [22
,21] [23,61[25,31 [25,51 [25,211 [
25,221 [27,61 [27,81 [33,61 [33,71
[33,101 [34,81[37,61 [38,21 [38,2
[39,191 [40,251[42,51 [42,14] [43
,151 [45,51[45,72 [45,141 [45,172
[45,241 [46,41[46,101 [46,151 [53
,23] [53,24][54,31 [54,21] [55,11
[55,61 [55,111[55,241 [56,131 [57
,8I [57,10] [60,21 [61,7Y [64,61 [6
4,16] [64,241[82,161 [85,21 [98,6
[99,241 [111,151 [141,121 [151,15
[151,231 [168,151 [169,211 [172,3
[190,31 [190,81[190,131 [190,201
[191,41 [194,41[195,71 [196,31 [1
97,191
,EGARo(5)[1,1OI [31,71 [31,18] [95
,241 [148,101
:EGARDING(1)[53,131
:EGARDLEss(l)[165,141
EGIMEN(25)[11,201 [12,31 [12,73 [
12419] [12,20][12,22] [13,2] [13,

“3,7J [13,181 [13,251 [14,11 [6

i.
166,151[113,31 [131,231 [132
[140,41[200,21 [201,211 [203

-. ..,..- .. . .

REiriENS(8) [13,12] [13,251 [15,15
[139,221 [140,11 [140,171 [140,23
[199,61

REGULAR(2) [147,211 [202,161
REGULATED (1) [1,151
REHOSPrTAL rZATION(l) [159,111
REHOSPITAL1 ZATIONS(l) [159,241
REITERATIVE( 1)[85,11
REJECT (1)[175,81
REJECTED(5) [26,191 [36,211 [55,81
[57.101 [83.73

REJE6TION(lj [42,51
RELATE(1) [111,91
RELATED (21) [8,211 [11,31 I63,1OI [
92,6] [95,17Y [96,111 [98,211 [96,
241 [99,51 [100,111 [100,111 [103,
111 [115,181 [122,81 [133,141 [133
,241 [136,191 [142,151 [149,131 [1
67,101 [189,61
RELATES(3) [10,161 [84,131 [85,31
RELATIONSHr P(l) [92,5]
RELATIVE(4) [34,111 [102,81 [102,2
0] [165,13]

RELATIVELY(5) [90,241 [108,211 [14
6,11 [164,101 [185,161

RELEVANCE(2) [94,191 [200,201
RELEVANT [17,91[87,81 [122,11
[122,231 [123,201 [123,221 1125,1
31 [149,171 [153,211 [157,4] [157,
71

RELrES(2) [27,241 [95,121
REMAIN (4)[66,131 [81,151 [116,91 [
119,161

REMAINDER(2) [69,141[199,241
REMAINEO(l) [88,201
REMAr N1NG(2) [80,241 [81,21
REMAINS(1) [125,211
REMARKS(3) [4,21 [6,91[205,141
REMEMBER(2O) [14,21[34,11 [58,101
[65,61 [73,111 [95,211 [136,181 [1
41,11] [142,121 [150,91 [155,41 [1
71,181 [175,51 [176,51[179,31 [17
9,73 [181,111 [183,221 [204,81 [20
8,11
REMrND(2) [159,221 [181,11
REMOVE(5) [47,81 [50,181 [80,241 [8
1,11 [113,51

REMOVING(3) [36,251 [60,61 [86,71
RENAL(1) [1,31
REPEAT(8) [112,51 [121.181 [121,19
[163,111 [164;221 [176,71 [176;16
[176,201

REPETr TrVE(6) [20,221 [27,61 [27,7
[28,121 [28,141 128,161

REPORT(10) [28,11 [28,21) [32,251 [
33,201 [35,171 [38,131 [39,31 [43,
141 [56,241 [59,71

REPORTEO(10) [1,151[26,21 [28,191
[32,211 [43,41 [43,161 [44,181 [50
,191 [!32,181 [189,211

Reporting [32,101 [43,111 [166,
81

REPOSr TORY(l) [155,91
REPRESENT(5) [22,201 [23,91 [70,11
[164,181 [205,111

REPRESENTATIVE(1) [67,81
REPREsENTED(3) [63,111 [93,81 [137
,181

Representing [21,7] [21,221 [2
3,111 [24,61 [67,211 [68,31 170,71
[71,15] [130,251 [131,101

REPRESENTS(2O) [17,241 [18,231 [23
,31 [27,91 [57,10] [64,121 [64,18]
[66,51 [68,71 [70,251 [71,71 [85,8
[1OO,5I [!;5,21 [121,91 [128,21[1

31,171 [131,221 [132,41 [132,231
REQuEsT(2) [l,231[94; ll
REQuESTED(3) [69,19] [75,91 [88,51
REQUr RE(3) [44,141 [117,11] [157,2
2]

REwIRED(6) [21,11 [28,4][95,251 I
96,41 [96,51 [132,14]

REQUIRES(I )[187,251
REQUIRING(1) [42,41
RESEARCH(5) [1,161 [3,141 [3,181 [4
,221 [6,101

RESERVATIONS(1) [144,41
RESERVE(1) [3,81
RESIDED(1) [155,1OI
RESISTANT(1) [20,81
RESOLVEO(l )[133,31
RESPECT(7) [3,11 [72,111 [73,61 [11
1,15] [133,16] [139,141 [176,251

RESPECTIVE(2) [19,121 [93,151
RESPECT rVELY(l) [17,181
RESPIRATOR( 1)[137,151
RESPONO(4) [35,161 [80,201 [165,1[
[165,111

REsPoNSE(4) [31,151 [107,241 [140,
7] [164,251
RESPONSE .1(4) [140,191 [142,81 [15
2,25] [176,241

RESPONSES(2) [142,221 [199,131
RESPONSIBI LIT IES(l) [36,71
RESPONSIBI LITY(2) [121,231 [122,1
4]

REST(7) [18,191 [75,211[143,141 [2
09,13] [216,4] [219,11[219,41

RESTENOSr S(4) [126.101 [126,131 [1
26,151 [126,191 ‘ “

RESTORE(68) [2,31[9.181[9.241 [31
,81 [98;191 [loo;16j [loi,i] [104,
51[106,51[111,181 [111,191 [111,
20] [111,221 [112,31 [114,81 [114,
19] [114,211 [116,191 [116,201 [11
7.4I [117.151 [126.41 [126.71 [128
,221 [129;61c129, ti [129,ill [131
.211 [132.231 [135.111 [136.201 [1
36,241 [137,101 [139,221 [1~0,31 I
141,5] [176,4] [176,51 [177,51 [17
7,91 [177,10] [178,5) [179,21 [175
,101 [179,201 [179,231 [180,73 [18
0,141 [181,6] [181,151 [182,141 [1
83,111 [185,81 [201,131 [201,241 I
202,41 [206,31 [211,41[214,181 [2
15,11 [215,141 [216,131 [216,141 1
216,231 [217,41 [217,91 [217,151 [
219,61
RESTORE-PLUS(1) [207,161
RESTRICT (1)[154,71
RESTRICTED(1) [90,61
RESULT(13) [22,61 [28,101[41,241 [
60,81 [83,81 [113,141 [162,91 [172
.81[173,251 [178,21 [186,31 [186,
18][195;71 - ‘ -

RESULTS(39) [4.31 [4,61[5.51[10.1
4] [24,i3] [36;181 [36,20i [44,191
[50,211 [50,221 [64,21[67,51 [68,
161 [83,41 [83,51 [84,31[84,61 [9G
,231 [92,121 [92,131 [114,191 [135
,21 [141,101 [142,91 [142,231 [143
,71 [143,171 [153,51 [153,81 [165,
121 [165,181 [172,61 [172,191 [18C
,251 [183,71 [184,81 [185,131 [202
;21[202, i61 ‘

RETROPERr TONEAL(6) [136,81 [136,1
1] [136,12] [136,141 [136,221 [137
,11

Retrospective [52,131
REVAS(l )[90,61
REVASCULARIZATI ON(4) [46.201 [54.

REVASCULAR rZATtONS(l O) [70,25] [$
0,41

REVASCULARI zAT roN [90,131 [112,61
REVASCULARIZATr ONS [112,141
REVASCULARI ZATION[115,171 [115,2
21 [116,11 [116,21

REVASCULARr ZATIONS[l16,71 [116,i
11 [117,71

REVASCULARIZATION [119,1OI [119,1
11 [120,41

REVASCULAR IZATIONS [120,131
REVASCULARIZAT 10N [120,17]
REVASCULARI ZAT IONS [120,201
REVASCULARIZAT ION [120,22]
REVASCULARr ZATr0NS[121 ,1][121,t
REVASCULAR IZATION[121,141 [121,1
91 [121,20] [122,51 [123,23] [135,
41 [173,17] [173.181 [173,201 [215
,51 - -

REVASCULARIZEO(4) [46,191 [69,221
[70,231 [89,231

REVERSIBLE( 1)1198,4]
REVIELJ(9)[6,81 [10,15] [26,4][39,
201 [47,21 [59,71 [69,181 [86,9][1
29.181

Reviewed [25,231 [26,61 [26,11
[32,21 [35,71 [35,251 [42,251 [47,
51 [55,21 [55,31 [63,61 [189,151

REVIEIJER(12)[24,191 [57,171 [72,4
[80,201 [92,111 [125,251 [139,251
[208,201 [214,81 [214,151 [215,81
[215,81

REWEUER’ S(l)[ 214,111
REVr EUING(3) [25,11 [38,11[110,21
REV IEUS(l )[69,201
REVr SEO(l) [33,201
REVr SITr NG(2) [174,13] [174,141
RIcK(9) [6,61 [31,141 [34,121 [43,2
51 [46,211 [52,51 [59,101 [93,201[
137.121

R1cs~l) [25,41
RID(1) [162,81
RIGOROUS(8) [21,131 [27,11[28,7’2[
42,3 I [54,71 [86,9) [147,31 [162,1
81

R~~OROUSLY(4) [144,181 [196,221 [1
97,11] [198,101

RISERS(l) [125,221
RIsK(15) [14,61 [61,3] [65,181 [65,
211 [66,11 [66,91 [66,111 [71,151 [
71,181 [8S,201 [93,131 [114,21 [12
9,241 [165,141 [190,17)

RrSK-BENEFJ T(l) [189,201
ROAD(2) [159,41 [161,91
ROB(2) [44,201 [160,241
ROBERT(1) [1,251
ROBUST (2)[10, I4I [135,2’2
RODEN(48) [1.201 [24,191124,221 [2
5,41 [34,191 [35,51[35,91 [35,181
[40.91 [40,131 [44,161 [72.51 [72,
23]i72,25i tn,17i m,21i tllo,ir
[121,8] [140,3] [140,241 [141,141
[143,91 [143,131 [152,21 [152,81 [
154,141 [172,251 [176,101 [177,41
[178,7] [181,8] [181,191 [181,241
[182,11 [182,4] [182,251 [183,211
[184,11 [185,131 [186,101 [186,13
[187,111 [187,221 [190,121 [198,1
51 [199,181 [199,211 [217,171

ROLE(2) [43,101 [53,31
ROLLING(1) [127,231
ROOM(1) [1,241
ROUGHLY(2) [36,221 [195,21
ROUT INE(3) [33,141 [35,101 [162,10
ROUTr NELY(3) [127.21 [161.11 [190.
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7=) [62,241 [78,173 [78,191 [78
‘8,221 [163,231
)[119,251

L ,r(l)[l19,23]
ULER(2) [102,251 [108,251
ULES(3) [27.51 [27.121 [27,181
uN(ljti59,i] -
SINS(2)[187,121 [190,161
LIPTURE(l)[5,141
:usH(2)[54,131 [106,231
:USHED(l)[92,73
,=======z=.=...===S=== =..==== =.

s s
----------- .--=---------------,-------------- ---------------
iAFE(2)[5,20) [132,131
iAFEST(l)[79,121
CAFETY(22) [4,251 [6,191 [10,151 [1
1,121 [18,111 [22,51 [62,15] [63,1
[63,61 [101,241 [113,131 [129,161
[129,181 [129,191 [130,131 [133,1
61 [134,71 [134,111 [135,131 [135,
201 [162,71 [210,181
:ALVAGE(1)[104, 201
AME(52)[12,151 [29,171 [47,61 [~
,251 [82,81[82,201 [86,31 [86,71 [
96.171 [101,101 [101,17I [109,151
tli9,21] [130,173 1131,201[140,1
[140,61 [141,211 [141,221 [152,31
[165,131 [165,131 [165,251 [169,1
71 [169,201 [170,81 [172,201 [174,
121 [174,121 [176,251 [179,31 [179
,71 [179,161 [181,61 [181,251 [182
,2I [182,161 [184,201 [184,201 [18
4,21] [184,22] [185,41 [185,141 [1
85,181 [186,11 [186,251 [195,101 [
195,181 [202,21 [204,2] [209,21 [2
.~

:7)[22,91 [22,101 [62,211 [6
[78,81 [78,141 [78,231

AMPLED(l)[ 125,111
AF4PLES(2) [50,161 [50,191
w4PLING(5)[106,14I [122,111 [125
,71[125,81 [125,161
iARTON(l)[106,141
;AT(l)[189,14]
;ATISFIED(l )[127,131
;AVED(l) [171,211
;AVING(l)[156,19]
iAU(ll)[29,21] [34,24] [34,251 [35
,111 [36,41 [36,81 [75,73 176,211 [
76,24] [87,81 [118,101
AX(121)[6,61 [6,141 [6,181 [6,201
[14,111 [14,201 [15,91 [15,111 [15
,14] [16,31 [16,91 [16,201 [17,101
[17,141 [25,21 [25,51 [26,61 [26,1
73 [27,131 [28,131 [28,201 [29,91 [
29,14] [30,41 [31,201 [31,241 [33,
1] [34.51 [34,10] [34,131 [34,171 I
34,25] [35,9] [37,20] [37,22] [38,
131 [38,191 [38,241 [39,171 [40,21
[40,20] [41,11] [41,16] [41,19] [4
2,31 [42,151 [45,13] [46,251 [48,1
[49,41 [49,121 [69,241 [51,141 [52
,171 [53,171 [54,11 [54,161 [54,24
[55,21 [55,141 [55,181 [55,21] [56
,21 [56,41 [56,151 [56,231 [57,141
[57,20] [58,71 [58,12] [58,15] [58
,211 [59,61 [59,161 [60,151 [72,23
[~,11 [Z$,191 [75,21 [79,241 184,
19] [85,14] [86,1] [86,191 [86,231
-m21] [87,25] [89,3] [90,2] [90,

>1,11] [91,16] [92,25] [93,25
231 [95,41 [95,201 [96,151 [96

,</1 [97,1] [97,51 [97,181 [98,101
[100,91 [111,20] [118,171 [121,15

129,71 [129,101 [129,141 [129;171
[136,111 [136,201 [137,71 [137,91
[137,221 [160,41

SAX’S(1) [136,61
SAYING(46) [35,141 [38,251 [40,31 I
56,81 [82,141 [95,31[107,51 [109,
151 [110,91 [121,131 [127,51 [127,
101 [134,7J [t36,171[145,241 [156
,61 [158,161 [158,201 [158,251 [15
8,251 [159,71 [159,131[159,181 [1
63,21 [165,91 [166,181 [168,141 [1
69,111 [169,141 [171,111 [171,121
[172,51 [175,41 [175,91 [180,231 [
?84,161 1195,111 [195,221 [196,15
[197,171 [204,18][206,51[215,21
[216,191 [217,41 [218,201

SAYS(8) [37,161 158,111 [111,41 [15
8,21 [167,151 [177,221 [213,201 [2
14,31

SC(1) [54,111
SCALE(3) [23,171 [66,201[70,61
SCENARIO(2) [40,91[56,241
SCHEDULE(1) [201,141
SCIENTISTS(l )[200,161
SCREEN(3) [32,221 [119,241 [119,24
SCREENED(2) [33,141[82,241
SCREENING(2) [33,161[120,41
SCULPTED(I) [200,191
SD(1) [192,91
SECOND (15)[1 ,21[8,181[9,131 [15,
131 [61,21 [76,241 [76,241 [126,12
[126,141 [135,73 [140,201 [153,24
[199,251 [202,lLI1206,201

SECONDARY( 10) [21,231[24,31 [62,1
[62,51 [79,51 [82,31[97,41 [106,4
[108,221 [111,71

SECONDLY(1) [85,81
SECT ION(1) [37,11
SEE(85) [11,201 [12,181[14,201 [15
,5I [15,151 115,191[16,41 [16,7] [
16,8] [16,111 [19,131[19,171 [19,
231 [22,231 [23,61[23,171 [24,171
[36,211 [37,241 [41,211[42,241 [4
4,71 [45,24] [47,20J[48,101 [52,1
81 [53,101 [54,41[54,101 [59,141 [
66,211 [71,11 [73,31[73,51 [75,51
[78,17] [82,12] [82,13] [83,6] [84
,51 [88,101 [90,51[95,171 [97,251
[102,20] [103,181 [107,41 [114,14
[114,221 [114,231 [115,191 [116,7
[119,141 [120,201 [120,251 [122,9
[123,111 [125,121 [133,71 [140,12
[144,11 [144,22) [150,141 [155,11
[156,171 [160,181 [160,201 [164,e
[165,121 [165,131 [165,151 [165,1
51 [165,171 [168,181[169,21 [172,
161 [175,71 [182,151[182,161 [189
,111 [196,131 [200,201 [205,11 [2C
6,191 [206,251

SEEING(18) [52,151 [75,181 [88,31 I
89,171 [99,31 [121,41[121,101 [12
4,111 [124,121 [124,141 [127,161 [
127,181 [127,241 [127,241 [128,11
[137.51 [201.231 [208.121

SEEKING(2) [5;211[135;231
SEEM(5) [77,121 [172,181 [187,151 I
195,41 [217,221

SEEMEO(2) [122,41 [122,51
SEEMS(9) [31,11 [41,241 [42,21 [95,
101 [110,221 [123,51[148,71 [157,
221 [217,191
SEEN(33) [68,131 [68,191[69,1] [7C
,221 [71,161 [71,221[79,191 [89,7
[90.161 [95.111 [97,241 [98>4] [9$
,41i99,231il12,13i [116,141 [11L

,22I [117,101 [120,181 [120,241 [1
32,51 [137,141 [137,221 [145,101 1
145,14] [157,191 [158,121 [162,51
[163,101 [200,24] [208,17] [209,?
[209,181

SEES(1) [107,15I
SELECT ION(4) [IO,I7I [10,211 [105,
231 [107,161

SELECTIONS (1)[88,141
SELF-EVIDENT(4) [80,6] [108,17I [1
09,51 [216,41

SEND(3) [32,231 [35,141 [166,51
sEN01NG(2) [94,2OI[168,1OI
SENOS(2) [37,141 [191,81
SENSE (11) [26,221 [110,25] [111,14
[152,31 [162,41 [162,171 [173,91 I
173,11] [182,151 [215,231 [217,25

SENSITIZES(l )[37,71
SENT(9) [29,181 [33,251 [35,221 [5C
,17] [67,11] [86,241 [86,251 [126,
141 [168,201

SENTIMENT(2) [167,131 [167,151
sEPARATE [34,241 [49,151 [50,2
41 [63,201 [76,23] [105,101 [116;8
[148,81 [153,131 [153,161 [153,15
[153;231[189,71[195;171 -

SEPARATED(1) [22,231
SEPARATELY(1) [50,221
SEPARATION(5) [65,31 [71,131 [99,5
[99,19] [119,141

SEQUELAE(2) [133,51 [133,131
SERIAL(1) [158,181
sERIALLY(3) [119,241 [119,241 [124
,4]

SERIES(2) [111,141 [141,81
SERIOUS(3) [?33,201 [169,191 [187,
151

SET(19) [22,71 [40,10] [40,141 [50,
161 [51,231 [52,11 [53,81 [53,111 I
62,201 [105,121 [107,61 [107,71 [1
13,151 [148,31 [148,251 [162,211 [
175,6] [184,20] [198,211

SETS(1) [189,151
SETTING [20,91 [30,181 [30,191
[30,20] [30,241 [32,11 [49,191 [6C
,16] [91,231 [96,31 [96,41 [107,31
[116,151 1129,81 [129,11] [131,24
[131,251 [132,91 [132,161 [135,17

SETTINGS(1) [4,181
SETTLE(1) [215,221
SETTLES(1) [155,11
SEVEN(51) [21,211 [24,31 [24,81 [37
,51 [46,41 [46,91 [47,201 [49,141 [
60,21 [61,81 [62,41 [62,81 [64,41 [
64,51 [64,51 [64,181 [65,2?1 [66,7
[74,131 [75,171 [85,221 [86,18] [e
6,221 [87,41 [87,91 [91,81 [91,121
[91,201 [96,251 [97,141 c97,14] [g
8,61 [105,11 [105,61 [108,41 [113,
81 [114,173 [115,111 [115,141 [115
,19) [116,81 [116,231 [118,21 [115
,1] [120,14] [125,11 [142,111 [143
,251 [144,61 [151,241 [159,51

SEVEN- (1) [74,61
SEVEN-DAY(8) [21,251 [63,131 [85,2
31 [87,31 [117,211 [155,151 [218,2
51 [219,61

SEVEN-FOLD(1) [46,51
SEVERAL (2)[117,171 [199,121
SEVERE(4) [20,221 [133,61 [188,11 I
188,4i “ “ -

SEVERITY(9) [67,131 [169,191 [187,
81 [187,211 [187,231 [188,21 [188,
71 [188;101 [196;231

SHAKING(1) [174,21
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SHAPE(1) [99,31
SHEATHS(1) [113,51
SHIFT (2)[i27,1il [128,11
SHOCK(1) [158,71
SHORT (5)[4,12J [111,61 [135,191 [~
16,14] [216,161

SHORT-ACTING(4) [6,221[90,241 [9:
,71[100, I9I

SHORT-TERM(3) [65,151 [108,121 [11
4,61
SHORTER(3) [93,211 [93,231 1137,41
SHORTLY(2) [155.211 [217.111
SHOT(l) [l&4,131 -
SHOW(35) [14,211 [18,131 [33,41[3{
,131 [64,21 [75,251 [83,41 [85,141
[98,191 [99,61 [99,71 [99,101 [10;
,201 [114,191 [117,51 [117,231 [1’
7,251 [118,231 [118,241 [125,161 I
127,8] [130,91 [148,31[156,181 [1
57,91 [157,101 [168,241 [169,231 I
169,24] [172,18] [180,20] [201,2L
[202,41 [209,151 [212,121

SHOUED(15) [16,151 [23,141 [46,231
[75,231 [75,251 [76,211 [85,141 [1
08,13] [117,241 [126,21 [139.11[1
48;4] [162,6] [181,161 [181,i71
SHOWING(5) [79,251 [87,81[117,221
[118,131 [157,151

SHOwN(18)[ll ,131 [12,15] [24,31[L
1,181 [64,31 [65,81[66,41 [67,161
[70,51 [70,81 [103,241 [112,161 [1
14.201 [116,191 [118.91 [138.11[1
74;81 [185,171 - -

SHOUS(13) [14,171 [22,171 [23,151I
36,181 [65,161 [69,61[114,71 [llt
,251 [134,151 [138,21 [169,71 1165
,211 [169,221

SHUT(2) [48,111 [52,21]
SHY(1) [194,111
SIC(3) [23,81 [37,11[139,151
s1DE(3) [81,31 [107,71 [163,201
SIDE -BY-SIDE(2) [83,51 [84,31
SIDEBAR(l) [217,71
SIGN(1) [51,191
SIGNAL (3)[I06,151 [106,161 [106,1
71

SIGNED (1) [52,21
S1GNIFICANCE(23 )[24,81 [41,24][4
6,121 [60,81 [63,221 [66,12] [83,2
21 [109,151 [117,241 [141,181 [142
,21 [143,241 [146,111 [148,201 [15
2,151 [154,201 [157,101 [173,61[1
74,17] [174,231 [181,12] [182,111
[182,151

sIGNIFICANT(27) [22,71123,51 [23,
14] [47,181 [49,81[58,251 [63,151
[64,131 [64,201 [66,61[68,81[82,
11[83,91 [83,151 [107,41 [115,41I
115,9] [116,241 [117,251 [119,171
[120,91 [130,81 [141,161 [162,221
[165,61 [181,11 [186,11

SIGNIFICANTLY(2 )[49,51 [126,251
SIGNS(1) [58,111
SILENT (2)[124,81 [192,171
SILLY(1) [195,191
SJMILAR(19) [12,21] [19,24] [19,24
[46,91 [73,81 [73,161 [82,181 [137
,201 [139,141 [140,171 [154,151 [1
70,8] [171,51 [173,11 [173,19) [17
3,221 [181,41 [184,221 [185,221
SIMPLE(4) [37,231 [50,61[199,111I
200,8]

SIMPLER (1)[150,231
SIMPLIFY( I)[150,191
sIMPLY(8) [78,19] [89,11[127,161 I
128,1] [140,i41 [153;71[164;81[1
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SJN;E(i7) [2,71[44,241 [47,51 [67,
p “v_.191 [85,121 [95,161 [144,41

“-41[164,141 [176,101 [187,1
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1,21] [130,41
SITTING(1) [160,251
SITUATION(lO) [32,5I [43,151 [11O,
111[111,111 [145,191 [147,111 [17
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SPEAKING(1) [25,21
SPECIFIC(16) [7,31C24,181 [27,181
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118,15] [127,23] [127,231 [127,2~
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[173,61 [181,111 [182,111 [185,1[
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63,41
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STENT(2) C112,61 [176,171
STENTS(l) [119,81
STEP(5) [104,2OI [104,211 CI1O,17I
[147,11 [147,41

STEROIDALS(l )[213,21
ST1CK(3)[101,1OI [160,21 [165,191
STILL(17)[31, ~Ol [39,41[46,51 [4$
,221 [60,81 [83,91 [84,51[88,91 [1
25,221 [140,71 C143,131 [149,141 I
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sToP(6) [92,17) [94,71[94,131194,
201 [95.71 [113,41
STOPPEOt6) [57,231 [58,31[58,51 [$
1,201 [94,161 [95,61

STOPPING(2) [95,11 [133,121
STORY(2) [123,121 [162,11
STRAIGHT-AUAY( 1)[201 ,231
STRAIGHT -FORWARO(l )[37,131
STRATEGY(8) [18,151 [62,31[71,231
[87.21 [87.101 [117,121 [134.101 1
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STRENGTH(4) [148,8) [165,131 [204,
151 [206,231

STRESS(1) [19,71
STRICT (6)[43,21 [43,121 [43,211 [4
3,22 I [44,11 [54,41
STRICTLY(2) [44,51 C44,121
STRIKES(I) [128,61

STRONG(8) [24:15] [;23;21 [l&i8,
c161,24] [20i,21 [210;41 [210;10:
[217,191

STRONGER(4) [147,211 [167,6] [170
21] c172,1OI

STRONGLY(3) [33,211 [42,21] [189,;
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STiUCK(2) [34,61 [84,131
STRUCTURE(1) [188,171
STRUCTURE [9,61[48,51
STRUGGLING(1) [47,21]
STUDIED(16) [2,61[9,181 [11,173 [’
1,201 [11,211 [13,131 [14,7] [15,
61 [17,231 [18,21 [18,61 [134.71 [’
m,lo] t173,1i] [180;181 [18~,21
STUDIES(31) [5,21[5,5][9,23] [10,
161 [10,241 [11,91[12,131 [12,17]
[14,131 [16,19] c16,221 [52,131 [(
0,211 [89,241 [110,6][113,11] [1’
4,10] [125,8] [125,141 [127,31 Cli
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,21[60,251 [61,181[61,231 [65,13
[66,251 [67,21 [68,231169,41 C69,
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7,81 [87,241 [90,191 [90,21] c90,Z
41 [91,91 [91,17] [91,191 [91,201 I
93,20] [95,1] [95,4] [95,6] [96,2C
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11[112,23] [113,72 [113,9] [113,1
21[113,18] [114,6] [114,8][117,4
[119,23) [123,211 [124,241 [125,1
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11 [131,15] [132,31 [133,4] [133,1
21 [133,151 [134,141 C143,7] C144,
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168,121 [169,221 [172,21 [179,41 I
179,71 [182,211 [182,231 [183,31 I
183,181 [183,191 [183,191 [184,31
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$TUDYING(l) [98,111
$TUFF(4) [31,111 [80,131 [195,231 I
219,221
;TUPID(l) [195,41
$TUPIDITY( 1) [216,11]
SUB-INVESTIGATOR(1) [2,31
KIB-STUOY(3) [67,31[68,91 [126,71
jUBGROUP(6) [66,191[75,14] [80,17
[214,181 [214,191 [214,211

XIBGROUPS(4) [23,16][24,14] [66,2
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[218,111 [219,81[219,121
1)[162,131

,---FoLD(1)[96,1I
TUO-SIDED( 1)[163,191
TUO-THIRDS(5)[89,81 [94,81 [94,15
[96,91 [114,141

TYPE(1) [168,151
TYPES(2) [132,51 [159,141
TYPICAL(21) [40,91 [143,11 [143,21
[143,41 [143,181 [145,61 [153,91 [
163,51 [163,91 [177,131 [204,141 [
204,161 [206,11] [206,131 [207,31
[207,31 [207,41 [208,11 [209,31 [2
11,9] [211,181

TYPICALLY(3) [156,7’2[209,3] [209,
181

================.==============
u u u
==.==== ======= ======== .=====. ==
$.s(l) [23,211
UOHO(18) [15,71 [16,121 [86,131 [11
7,151 [136,61 [143,211 [154,41 [15
8,21 [160,11 [193,41 [193,241 [197
,121 [198,21 [201,161 [204,11 [205
,181 [208,131 [209,231
JDHO’S(2) [206,8] [211,21
JGLY(l) [162,61
JLT114ATE(2)[69,241 [73,141
JLTIMATELY( 1)[7O,1OI
JN-USEO(l) [81,2]
JNANIMous( 1)[176,31
UNANIMOUSLY. I(1) [216,71
UNBALANCED (1) [38,91
1UULINDED(3) [50,20j [51,5] [52,3]

‘-AR(4) [39,9] [74,25] [75,1] [1
.31

J4FORTABLE(1 )[167,5]

.. .,

UNCONFOUNDEO(l )[52,251
UNDER(6) [22,41 [62,141 [113,121 [’
51,13] [190;141 [199,151 “

UNOER-(1)[43,1OI
UNOER-REPORTEO(l )[189,181
UNDERGO(17) [8,51[71,51 [74,21 [71
,3I [74,181 [74,201 [93,191 [94,21
[135,41 t135,151[ln,171 [173,11
[173,201 [214,11 [214,51 1215,51
216,31

UNDERGOING(7) [70,81[71,211 [94,1
[179,91 [181,91 [213,211 [214,131

UNDERGONE(1) [91,141
UNDERLYING(2) [61,161 [93,61
UNDERSTAND(36) [28,111 [32, 121 [3;

,191 [35, 181 [37,31 [37,91 [38,241
[43,61 [43,81 [43,20) [44,9] [47, i
1] [54,201 [64,231 [77,111 [89,181
[93,191 [101,6I [lo9,171 [123,241
[123.241 [143.141 [160.231 [165,1
[165;101 [166;171 [167;181 [193;?
[203,11 [203,191 [203,241 [215,1[
[216.111 [216,211 [217,31 [219,2;

UNDERSTANDING(I) [44,Iti -
UNOERSTOOD(l )[41,71
UNDERTAKING(1) [79,151
UNDERTOOK(1) [9,51
UNOERUENT(15) [65,71[69,51 [69,71
[69,101 [69,121 [69,131 [69,211 [;
0,21] [71,3] [75,10][113,18] [11<
,171 [129,31 [131,61 [174,61

UNDONE(1) 176,5)
UNEQUAL(1) [169,51
UNEQUIVOCALLY(1) [39,251
UNFORTUNATELY(1) [84,21
UNIFORMLY( 1)[91 ,211
UN IOUE(1)[189,1OI
UNIT(1) [191,61
UN ITED(2) [89,101 [194,2I
UN IVERSITY(I)[102,1I
UNKNOUN(l )[9,31
UNLESS(14) [17,221 [21,181 [48,131
[60,231 [77,61 [79,131 [90,61 [104
,171 [110,191 [157,91 [168,11 [191
,101 [197,111 [198,201

UNLIKE(5) [9,141[60,241 [112,121 I
112,191 [155,91

UNRESPONSIVE (1)[53,211
UNSTABLE [3,131[3,201 [5,131 [
6,21 [7,201 [8,21[8,161 [8,18] [9,
1][9,21] [10,1] [10,51[10,81 [14,
9] [17,15] [17,161 [19,191 [20,121
[20,171 [22,11 [23,191 [24,101 [31
,181 [32,61 [33,111 [36,171 [40,12
[55,231 [61,91162,91 [66,231 169,
1][89,9] [98,11[101,21 [110,241 [
111,231 [113,23][114,151 [124,25
[128,231 [129,21 [130,101 [134,41
[134,241 [135,141 [135,211 [13’5,2
51 [159,121 [159,25] [167,21] [16t
,51[179,101 [179,111 [179,141 [1$
4,11 [197,151 [197,16] [198,9] [21
3,231 [216,31 [217,241 [218,21 [21
8,5I
UNTIL(3) [30,131 [45,81 [56,91
UNUSUAL(1) [84,131
UNUSUALLY(2) [41,17] [41,20]
UP(44) [29,161 [31,61 [31,111 [34,2
[34,191 [36,61 [36,91[42,101 [42,
12] [44,11 [46,4][50,161 [51,91 [5
1,231 [59,251 [61,21] [65,17] [76,
25I [82,61 [84,181 [87,191 [97,21 [
104,15] [108,23] [120,91 [123,171
[I57,1OI [160,241 [166,151 [167,2
[167,51 [167,61 [170,61 [170,71 [1
71,41 [171,7] [171,121 [175,71 [18

2il,61 [212,211 - -
UPFRONT(l) [63,191
UPON(2) [3,41 [46,171
UPPER(2) [33,171 [96,11
URGENT(13) [45,41[45,101 [112,151
[116,71 [119,121 [119,13] [119,17
[120,31 [121,51 [121,141 [121,181
[122,71 [194,221

USC208(1 )[2,141
USE(63) [4,13][4,171[6,11[6,241 [
9,19] [10,71 [10,121[12,161 [13,4
[13,17] [16,25][18,141 [18,16] [2
9,25] [30,9][30,151[30,231 [46,1
4] [48,15] [48,16][48,24] [76,141
[78,161 [89,121 [101,9I [111,101 I
117,111 [119,81 [119,251 [120,31[
120,4] [129,81 [129,111[132,151 [
137,9] [139,181 [144,181 [145,141
[145,161 [163,151 [175,61 [187,91
[188,3] [188,111 [188,131 [194,15
[194,181 [195,191 [196,191 [197,2
4] [197,251 [198,61 [199,71 [203,8
[204,61 [204,221[204,231 [206,21
[208,251 [210,191[210,221 [213,7
[218,201

USED(36) [13,171 [13,211 [15,173 [1
6,231 [17,151 [18,71[20,141 [27,8
[48,181 [48,201 [80,91[85,91 [87,
161 [88,251 [106,5][112,61 [112,2
41 [113,31 [119,231 [129,221 [137,
61 [137,81 [139,231 [144,173 [172,
11 [175,51 [186,141 [191,21 [195,1
71 [200,31 [200,19][201,211 [203,
231 [204,31 [207,131[2?0,201
USEFUL (7)[109,7I [169,31 [184,61 [
191,13) [192,221 [197,201 [199,31

JSES(l) [7,151
JSING(2) [87,1OI[116,13I
JSUAL(7) [147,21) [147,21] [147,22
[205,21 [206,131 [208,61 [211,51

JSUALLY(3) 145,11[171,71 [184,151
JTILITY(5) [17,24] [142,24] [146,2
11 [146,241 [148,21
JTILIZE(I) [194,8]
JTILIZEO(2) [140,171 [143,61
============== ============== ===

4 v v
:=======.=======s=====.. =======
VALID(3) [78,151[157,111 [179,121
iALIDITY(l) [148,91
I/ALuABLE(l)[198,81
4ALUE(56) [22,7][23,51[37,10] [46
,91 [49,61 [49,7Y[60,91[62,201 [6
3,211 [64,131 [65,111[65,231 [66,
21 [66,71 [67,191 [68,81 [79,61 [79
,71 [80,101 [82,11[83,121 [85,211
[102,9] [103,171 [113,151 [123,81
[125,221 [141,191 [142,31 [147,21
[150,14) [152,81[152,121 [153,71
[155,141 [156,21[162,11) [162,19
[163,151 [165,41 [165,51 [165,5] [
166,231 [167,61[172,231 [174,241
[175,101 [176,141[181,21 [181,21
[181,11] [181,131[181,131 [186,1
61 [202,231 [209,131
JALUES(14) [76,101[76,171 [77,191
[79,191 [79,251[80,11[82,61 [84,
10] [86,111 [101,171 [109,111 [184
,181 [186,131 [186,231
IARIANCE(l )[187,14]
/ARIETY(l) [44,211
JAR1ous(9)[11,2OI [29,201 [30,31 [
66,19] [67,1][73,41[101,11 [123,
251 [186,131
/ARY(l) [191,21

VASCULAR lZATION(l) [121.171
VAST(1) [130,11 -- ‘ -
vENTRICLE( 1)[95,18]
VERIFICATION( I)[21,21
VERSUS(38) [36,191 [44,181 [49,131
[50,71 [55,161 [55,181 [61,111 [6’
,12] [62,!71 [62,17] [63,11] [63,:
41 [64,11 [65,19] 174,3] [79,3] [7$
,4] [85,17] [93,9] [120,17] [125,!
[130,251 [131,91 [131,131 [132,21
[132,81 [132,251 [136,251 [141,21
[~52,91 [153,191 [153,201 [154,1i
[154,121 [159,141 [159,161 [162,1
[163,161

VIAL(1) [51,81
VIALS (l)[5i ,22]
VIEIJ(13)[97,241 [110,141 [111,31I
128,7] [143,91 [172,251 [177,31 [1
87,24] [190,211 [190,251 [195,111
[199.231 [214.181

vlEuING(l) [142,221
VIRTUALLY(3) [74,171 [116,9] [120,
31
VIVO(1)[1O,24I
VOICE(2) [193,101 [216,61
VOTE(48) [28,41 [143,101 [143,151 [
143,161 [149,201 [150,11 [150,181
[150,201 [150,221 [151,21 [151,11
[151,211 [153,121 [153,241 [167,8
[167,131 [174,101 [175,121 [175,1
4] [177,24] [177,25] [178,1] [178,
91 [178,10] [178,11] [193,9] [193,
141 [193,17] [197,8] [201,7] [201,
101 [204,11] [207,61 [208,21] [210
,61 [210,7] [210,8] [210,8] [210,9
[211,61 [211,101 [211,151 [211,17
[213,91 [213,101 [216,41 [216,61 [
217,131
VOTED (8)[151 ,18] [153,22] [198,25
[198,25] [201,91 [202,81 [204,131
[211,81

VOTES(3) [143,201 [176,31 [209,231
VOTING(5) [153,14J [153,15] [155,5
[193,121 [198,221

======= ===.=== ======= =====.==.=
u u u
=========~========== ===========
UAIT(2) [219,8)[2?9,121
UAITING(l) [201,141
UAIVER(l) [1,221
dA1vERs(l)cl ,181
UANTEO(28) [11,41[42,221 [43,161 [
43,161 [43,171 [47,5][48,71 [48,1
91 [52,241 [53,51 [54,4][74,11[94
,71 [94,10] [99,10] [122,9] [126,3
[126,211 [161,221 [166,241 [167,1
6] [168,10] [174,20] [174,22] [183
,24I [211,1) [217,173 [218,241

AASNIT(2) [136,191 [182,221
UATCH(l) [123,121
tiAvE(3)144,31 [124,23] [125,51
HAVES(1) [96,51
UAY(61)[18,1OI [24,21 [26,221 [35,
201 [37,31 [39,151 [40,71 [43,181 [
48,5 I [48,141 [51,181 [51,21] [73,
221 [74,16] [76,141 [84,251 [89,51
[91,231 [92,101 [98,21[100,171 [1
00,22] [100,24] [101,121 [101,221
[105,151 [105,161 [105,17I [106,2
[106,11] [109,19] [109,25] [117,1
3] [120,81 [121,111 [129,151 [130,
61 [145,18] [147,3] [162,10] [163,
9] [164,13] [166,71 [174,101 [174,
151 [177,18] [181,14] [184,16] [18
8,6] [188.7] [188.17] [190,18] [19
4;1] [194;9] [194;16][202;2] [203

CASET Associates, Ltd. - TURNED to WAY
*



PAGE SAVER TM Second Day Page 26

,191 [208,251 [211,11 [213,21 [21.E
‘,61
I*— T)[44,211 [101,31 [126,161

:5)[143,11 [144,71 [145,51 I
J [172,91

fEALESTC2) [155,101 [200,241
fEAKNEss(l) [166,11
IEDDED(l)[195,111
!EEK(2)[47,241 [144,11
IEEKS(l)[127,201 -
IEIGHTC3)[156.111 [169,51 [195,21
fELL-DEFiNED(i) [194,1ti
IELL-KNDUN(1)[151,141
fELL-MAINTAINED( l)[15,21
IELL-TAKEN(2) [81,61 [157,161
IELL-TOLERATED(l )[133,231
IENT(21)[33,171 C34,211 [37,181 [5
0,141 [55,251 [56,111 [83,121 [88,
71 [88,191 [90,121 [90,131 [92,141
[92,161 [92,181 [93,101 [94,251 [5
5,21 [114,24] [121,11 [174,11 [217
,211
IHATEVER(13) [44,111 [102,111 [lOi
,191 [104,211 [105,71 [117,211 [12
4,71 [124,131 [181,221 [182,11 [2[
0,51 [202,101 [208,241
IHATSOEVER(2) [2,51 [78,161
IHETHER(48) [20,141 [40,171 [45,51
[46,181 [58,91 [69,51 [69,201 [70,
121 [80,151 [81,121 [94,71 [96,191
[104,181 [105,11 [108,81 [108,221
[111,101 [119,91 [119,24] [124,17
[126,91 [126,131 [135,31 [139,41 I
148,101 [150,41 [156,211 [163,81 I
165,211 [171,131 [173,251 [179,91
[179,221 [185,181 [188,18] [190,$
[190.201 [191.201 [192.171 [192,2
+++4, 211 [203,2] [207,22] [207,

14,211 [215,41 [217,211 [21C

IHILE(ll)[5,6][15,71 [15,91 [34,1
91 [72,81 [80,141 [86,251 [92,91 [1
10,141 [128,31 [182,121
IHITE(7)[42,151 [42,161 [42,19) [4
2,191 [43,81 [43,251 [47,21
IHOLE(10) [46,21 [59,61 [101,21 [11
0,41 [195,141 [208,251 [213,161 [;
13,221 [214,201 [218,121
IHOLE-HEARTEDLY(l )[198,171
IHC+4(3)[3,211 [6,41 [136,11
IHOSE(3)[3,41[45,73 [98,11
IHY(38)[15,71 [32,131 [48,131 [53,
81 [59,41 [72,61 [76,73 [80,91 [86,
101 [98,71 [121,101 [121,241 [123,
121 [127,31 [129,141 [138,111 [14/
,151 [150,251 [155,51 [165,191 [lf
6,101 [170,251 [174,101 [177,21 [1
77,141 [177,251 [180,151 [185,11 I
192,71 [192,131 [195,121 [198,91 I
198,101 [204,81 [205,201 [208,51 [
215,151 [219,51
IIDENING(1)[103,21I
IILL(84)[1,41 [1,201 [2,251 [3,101
[4,241 [5,41[5,251 [6,73 [10,31 [1
0,101 [10,151 [15,151 [20,181 [24,
19] [31,12] [33,21 [34,173 [44,151
[45,16] [45,24] [53,10] [54,14] [4
1,61 [63,51 [63,251 [63,25] [66,21
[69,251 [72,31[72,81 [73,31 [73,5
[74,211 [77,15] [83,41 [87,141 [8$
,91 [89,121 [90,21 [97,221 [97,231
‘-a 251 [98.191 [104,51 [111.201 [

i][114;141 [115;191 [117,131
,31 [120,201 [120,25] [128,15

Ll~9,131 [129,23] [131,5] [133,10

[152.101 [155,21 [160,251 [175,13
i175;141 [177;161 [17~,121 [lti,l
61 [185,151 [186,21 [189,161 [189,
201 [190,171 [193,161 [195,231 [20
0,8] [208,121[209,131 [211,121 [2
11,131 [216,41 [216,51 [219,31

WILLING(l) [170,141
UIN(2)[1OO,5I[186,17I
WINCE(1)[119, SI
LIINOOU(l)[61,221
UIRE(2) [112,181 [112,221
UISH(l) [3.41
UITH6LJT(36)[9,221 [11,101 [11,141
[12,141 [12,161 [12,221 [13,21 113
,25I [14,11 [17,231 [18,71 [18,141
[24,111 [53,151 [55,101 [76,22] [8
1.41 [91,151 [97,121[110,91 [122,
11 [127,211 [133;41 [133,121 [135;
8] [144,10] [145,41 [174,131 [214,
23I [216,31

UON(l) [219,11
UONOER(2) [137,191 [164,131
UONDERED (2)[78,51[126,31
WONDERING(1) [47,101
UORD(4) [89,121 [187,41 [188,31 [20
6,21]

UOROS(10) [27,81[28,51[30,61 [35,
23I [41,121 [95,1411119,111 [183,
31 [195,31 [207,21

UORDSMITH( 1)[199,201
UORK(7) [43.31 [47.251 [98.151 [107
,161 [145,i51 [192,61 [219,231

UORKED(5) [32,201 [79,61 [101,61 11
07,21 [208,73

UORKING(3) [98,221 1100,141 [107,3
WORKS(5) [78,231 [101,221 [107,201
[109,51 [145,121

WORKSHOP(1) [195,241
wORRIED(4) [162,21 [163,41 [194,17
[194,191

WORRISOME(2) [92,141 [108,231
WORRY(3) [184,171 [189,251 [219,16
WORSE (2)[72,191 [120,91
UORTH(l) [185,20]
UORTHLIHILE(3)[171,91 [171,121 [21
7,201

URITING(2)[109,22I [195,221
URITTEN(2) [1,231[188,71
URITTEN-(l) [27,111
WRITTEN-OOWN( 1)[27,51
WRONG(9) [92,141 [92,161[118,121 [
120,15] [120,161 [121,11 [141,241
[159,191 [185,101

======= ======= ❑ ====== 2====== ===
x x x
======= ==.==== ============== ==.
x-RAY(1) [137,161
======= ======= .============= ===

Y Y Y
======= =====------ ======= ======

YEA(1) [38,41
YEAR(8) [40,151 [127,1) [127,41 [12
7,51 [127,211 [159,61 [159,91 [180
,11

YEARs(4) [20,11[47,171 [102,7I [10
2,211

YESES(4) [196,131 [196,14] [200,14
[207,51 -

YET(ll) [16.141 [31,61[53,181 [72,
20][102,3j [117,201 [117;251 [116
,101 [137,41 [144,111 [204,131

YOUNGER(1) [114,91
YOURS(3) [33,21[74,51[109,81
======= ======= ======= ======= .==
z z z
==== -----===---------========..----- ---------

ZERO(5) [67,111 [68,31 [76,21 [212,
161 [212,171

.Z====..====z===.= z=.=--------------- ---

[ [ I
======= ======= ======= ======= ==:

[8(1)[1,11
[BRIEF(l) [139,81
[COMMENT(2) [42,91 [53,221
[OISCUSSION(l )[197,51
[LAUGHTER.](11) [82,101 [83,21 [l;
8,181 [138,101 [138,141 [150,241 I
156,231 [187,21 [193,221 [195,51 I
199,11
[~(:j~140,191 [142,81 [152,251 [1

[SH6w(3) [151,19J [209,201 [212,15
[THERE(1) [216,61
[WHEREUPON(1) [220,11
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